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Frequently in keratosis follicularis ( Dar- 
ier’s disease) verruciform papules, resem- 
bling verruca plana, occupy the dorsal 
‘surfaces of the hands and feet, quite dis- 
tinctive from the typical papules of keratosis 
-follicularis dis$minated elsewhere over the 
Eo The extensive foreign literature on 

keratosis follicularis takes appropriate note 
foi this peculiar association of unlike lesions, 
but little mention of it is carried in the 
dermatologic literature of the English lan- 
guage. This report will deal with the clinical 
and histopathologic characteristics of these 
-vertuciform manifestations and their rela- 
tionship, to keratosis follicularis. Also, be- 










_ cause Í their similarity to so-called hard 
nevi ( ina), attention will be given to the 
differe tiation of the two- verruciform con- 
ditions, and evidence will be presented indi- 


eating that hard nevi are simply atypical 
-yariants of seborrheic keratoses. 
= Hopf?.in 1931 reported à. -verruciform 
der aatosis affecting the distal portions of 
the extremities, to which he gave the name 
ese verruciformis. Unaccompanied 
lesions of keratosis follicularis, acro- 
y verruciformis, as described by 
ea affects the dorsa of the hands and 
fingers usually, but it may also involve the 
_dorsa of the feet, the palms and palmar 
_ aspects of the fingers, and the volar surfaces 
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of the forearms, and sometimes the eruption 
appears over the face or other areas of the 
body. On the dorsa of the hands, the lesions 
are pale to reddish brown, firm, verruciform 
or lichenoid, polygonal papules similar to 
flat warts. On the palmar and plantar sur- 
faces they consist of discrete tiny trans- 
lucent keratotic papules, identical with the 
efflorescence of disseminated keratoderma 
(keratoma dissipatum). The disease appears 
at birth or in early childhood or at puberty, 
and it may be familial. Histologically, the 
alterations are exclusively epidermal, con- 
sisting of circumscribed hyperkeratosis with 
a festooned pattern of the stratum corneum, 
hypergranulosis, and acanthosis, without any 
mark of dyskeratosis. 


Hopf recognized that an identical condi- 
tion prevailed in keratosis follicularis. He 


concluded, however, that although acro- 
keratosis verruciformis constituted an in- 
dependent entity, it often evolved in cases 
of keratosis follicularis because of the tend- 
ency of various forms of disseminated ker- 
atoses to combine. Rather than unify these 
lesions, he interpreted the ensemble as a 
coincidental advent of distinct nevoid epi- 


thelial entities which usually arose in iso- - 


lated form but might also unite in variable 
combinations (acrokeratosis verruciformis 
and/or disseminate palmoplantar acroker- 
atosis associated with keratosis follicularis). 


Survey of Literature 
The observation is old that papules on the 


backs of the hands in keratosis follicularis ; 
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do not necessarily show the distinctive struc- 
ture of that disease, clinically or histologi- 
cally. Darier’s data concerning the acral 
lesions were recorded in his original papers 
and were summarized in his textbook * in 
the following words: “On the back of the 
hands, elevations identical with flat warts 
are often seen; the palmar and plantar 
regions present a pusictate keratosis com- 
posed of yellowish translucid points. . . .” 
Throughout the early literature, following 
Darier’s first publications, are frequent al- 
lusions to these verruciform changes by 
various authors, who are enumerated in 
Brunauer’s* review and in that of Miani.® 


Examination of histopathologic studies by 
many authors indicates a recurring differ- 
ence of experience regarding the changes 
inherent in the acral verruciform papules. 
Darier* steadfastly asserted that character- 
istic dyskeratotic manifestations were al- 
together absent. On the contrary, Bizzozero,® 
of Jadassohn’s clinic, investigated the wart- 
like lesions microscopically and discovered 
changes similar to those of typical keratosis 
follicularis, although less developed. Yama- 
moto and Ohya ® found benign dyskeratosis 
in 11 biopsy specimens from the hands and 
feet and concluded that the verruciform 
variation was an attribute of the location and 
not of the disease. Castellino,!® too, reported 
typical dyskeratotic features. 

In the cases of Rothe ™ and of Gougerot 
and Eliascheff,’* among others, verruciform 
papules preceded by years the appearance 
of typical keratosis follicularis. Gougerot 
and Eliascheff described on the trunk of 
their patient a mixture of typical and 
atypical lesions, and on the dorsa of the 
hands “pure,” or unmixed, wart-like lesions. 
The microscopic examination by these au- 
thors of a verruciform papule showed focal 
parakeratosis, corps ronds, and lacunae, or, 
in other words, typical histopathologic 
changes of keratosis follicularis in an atyp- 
ical papule. 

Milian and Périn 1? perceived no evidence 
of corps ronds in their biopsies of atypical 
. papules, only thickening of all epidermal 
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layers and slight papillomatosis. In these 
cases the verruciform lesions appeared con- 
temporaneously with dyskeratotic ones, Dis- 
cussing the paper, Darier ' reaffirmed the 
frequent occurrence of verruciform ker- 
atoses and their histologic structure of warts 
(unfortunately an erroneous observation) ; 
and he declared further that he had never 
witnessed the advent of dyskeratotic changes 
as a transition toward typical lesions of 
keratheis follicularis. Gougerot,!’ however, 
discussing the same paper, proposed that 
there might be two verruciform types, 
formes de transition and formes de début 
atypiques, the former appearing as fixed 
clinical and histologic entities and the latter 
going on to produce typical dyskeratotic 
papules. 

Périn,!® in 1936, decided that on the backs 
of the hands dyskeratotic * characteristics 
were absent, and that only hypertrophy of 
the different*l&iyers of the epidermis pre- 


vailed. But, one year later, Périn, Boulle, 


and Gauget 7” reversed this opinion when 
they beheld dyskeratotic phenomena in le- 
sions on both the palms and the dorsa of the 
hands, thereby demonstrating the integral 
connection between the verruciform man- 
ifestations and keratosis follicularis. Jadas- 
sohn 181% alluded te the papules as formes 


frustes, undoubtedly referring to their mi- 


croscopic as well as their clinical status. 
Wise,?? too, maintained that they repre- 


sented atypical, undeveloped manifestations — 


of keratosis .fdllicularis. i 
Concerning acrokeratosis verruciformis, 


the paper by Danbolt?! concurred with the ~ 


conclusions of Hopf. A comprehensive sur- 
vey of the disease was presented in 1940 
by Loveman and Graham,?? who reviewed 
the literature pertaining to the condition 
and examined analytically the similarities 
and relationships to verruca plana, epider- 
modysplasia verruciformis (subsequently 
claimed to be an unusual expression of 
disseminated flat verrucae) ,?* keratosis fol- 
licularis, and discrete keratoderma of the 
dorsa of the hands (Michael). > 
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Fig. 1.—Acral verruciform lesions of keratosis follicularis. A, papules of dorsum of hand 
and forearm of man 20 years old. B, closeup view of papules of dorsum of hand and fingers 


of woman 24 years old. 


Clinical Aspects 


I have had the opportunity to observe 
closely and over a more or less extended 
period eight patients with keratosis follicu- 
laris, and I haye added to my information 
the impressions gained from at least twice 
as many more inspected casually at clinical 
sessions of various dermatologic societies. 

Most patients dated the onset of acral 
verruciform keratoses from childhood or 
adolescence, when signs of keratosis follicu- 
laris first became visible; or they noticed 
these lesions at some time during the first 
few years that Darier’s disease was emerg- 
ing over various areas of the body. One 
patient first became aware of keratoses of 
his palms eight years after keratosis follicu- 
laris had developed. Another reported that 
he had had the warty eruption of his hands 


all of his life, and that keratosis follicularis 
elsewhere did not appear until the age of 25. 

My observations of the gross appearance 
of the acral dermatosis confirm those which 
Hopf and others have depicted in meticu- 
detail. The skin of the hands is 
darkened, coarse, dry, and leathery, and 
deepened furrows produce an exaggeration 
of the checkered surface relief. The char- 
acteristics are those of xeroderma, or mild 
The palms are thickened and 


lous 


ichthyosis. 
may be dry or hyperhidrotic. On the dorsal 
surface of the hands the lesions are verruca 
plana-like, finely granular, flesh-colored or 
grayish or tan, flattened or hemiglobular, 
measuring mostly 2 to 4 mm. in size, and 
often better felt than seen. They are ap- 
proximately rounded or of polygonal con- 
almost completely (or 


tour, occupying 


completely, or even overlapping) the rhom- 


Fig. 2—Discrete palmar keratoderma in keratosis follicularis. A, palm of man 35 years 


old. B, closeup view of palm of patient illustrated in Fig. 18, showing isolated round and 


elongated translucent keratoses. 
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boids that are created by the epidermal sulci 
(Fig. 1). Adjoining papules may touch, 
but the tendency is not to become confluent. 
The volar aspect of the wrist is occupied 
by small, relatively inconspicuous, pale pap- 
ules. Verruciform keratoses may be scat- 
tered over the forearms. The dorsa of the 
feet and ankles are usually involved, al- 
though to a lesser degree than the hands in 
every instance. (Serving as a demonstra- 
tion of differential diagnosis, a few flat 
warts on the hand of one patient were 
readily distinguished from verruciform 
neighbors by their rosy color and smooth 
surface. ) 


The volar aspect of the hands and fingers 
is studded with punctate keratoses, mostly 
in the form of tiny rounded or oval struc- 
tures (Fig. 2), which are localized on the 
papillary ridges and usually perforated by 
the poral openings. These characteristics 
led Darier to apply the term ‘“‘porokeratosis”’ 
to the lesions. Larger volar keratoses are 
made up of a clumped mosaic of delicate 





Fig. 3. 
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circular or polygonal components, each with 
a minuscule central pore. On the thenar 
eminences and ulnar sides of the palms, the 
keratoses as a rule exceed in size those on 
the rest of the volar surface. That the 
smaller punctae are slightly depressed be- 
low the epidermal surface is illustrated 
graphically by palm and finger prints, as 
shown originally by Bettmann,?* on which 
the keratoses usually fail to register. The 
soles vr involved in the same manner as the 
palms, but sparsely, and by predilection 
over the heels and lateral aspects. 


Histopathologic Observations 


Biopsies from six cases of keratosis fol- 
licularis contributed material for this study. 
Two to four specimens of papules of the 
hands were removed from each patient. The 
following composite descriptions are de- 
rived from examination of multiple histo- 
logic sections prepared from these lesions. 

Papule from the Dorsum of the Hand.— 
The hyperplastic stratum corneum repre- 


Epidermal variations of verruciform lesions of dorsa of hands. A, increase of all 


layers of epidermis (biopsy from patient illustrated in Fig. 14), mag. X 60. B, serrated 
conformation of epidermis (biopsy from patient illustrated in Fig. 1B); mag. X 60. C, forma- 
tion of slender rete projections; mag. X 60. D, herniations of rete into the stratum corneum 
create a festooned outline; mag. X 60. (Illustration reduced about 32%. ) 
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sents from one-fourth to one-half the 
thickness of the epidermis. The surface is 
undulatory, roughly paralleling the serrated 
outline of the slightly widened granular 


layer. Arranged usually in a moderately 


Fig. 4.—Dyskeratotic man- 
ifestations of verructform 
lesions of dorsa of hands. 
A, biopsy from patient il- 
lustrated in Fig. 1B, demon- 
strating 2 epidermal clefts; 
mag. X 30. High-power view 
B shows detached dyskera- 
totic cells (grains) within 
cleft and proliferation of 
granular layer. Large pale 
epidermal cells represent 
atypical corps ronds; mag. 
X 360. C, multiple narrow 
prolongations of rete char- 
acteristic of Darier’s disease, 
but without dyskeratotic 
cells; mag. X 80. 
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compact structure, although sometimes 


loosely layered and ragged, the horn plugs 
interdigitate with the jag 


> 
granular layer, deemphasizing on the sur- 


ved contours of the 


face the incisive dips and peaks*of the 





deeper portion (Fig. 3). Sweat ducts pene- 
trate through crypts in the granulosum and 
open on the surface in corresponding crypts 
of the corneum. 

Thé rete is widened and exhibits acan- 
thosis to a nearly uniform level, with in- 
crease of both the suprapapillary and the 
interpapillary portions, but especially the 
latter. The rete ridges are usually broad 
and frequently merge with one another lat- 
erally. Occasionally multiple slender pro- 
jections of the rete appear (Fig. 3C), a 
feature of keratosis follicularis emphasized 
by Beerman.” Upward bulges of the rete 
at times create what have been described 
as herniations into the stratum corneum 
(Fig. 3D). Melanin pigment is sparsely 
and intermittently present in the basal-cells 
or is absent altogether. An unimportant 
infiltrate is often scattered in the subepi- 
dermal portion of the cutis. 

In most lesions no evidence of dyskera- 
totic phenomena is detected. However, two 
papules showed changes indicative of kera- 
tosis follicularis, consisting of clefts in one 
and clefts, grains, and atypical corps ronds 
in the other (Figs. 44 and B). In these 
cases, adjoining lesions were found to be 
devoid of dyskeratotic stigmata, demonstrat- 
ing that uniform histopathologic changes are 
not necessarily the rule. Keratotic plugging 
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and proliferation of digitate elongations oi 
the rete were prominent in a solitary lesion, 
whose granular layer showed a tendency to 
ironing out of the customary undulations 
(Fig. 4C). This was perhaps the most 
“mature” of the nondyskeratotic lesions 
examined. 

Papule from the Palm.—The alterations 
of the dorsal and the palmar papules are 
similgs except in degree, the chief differ- 
ences involving the thickness of the stratum 
corneum and the compactness of its horny 
lamellae. The palmar lesion combines the 
triad of pure hyperkeratosis, acanthosis, 
and papillomatosis (Fig. 5). The stratum 
corneum is densely layered, comprising one- 
half to three-fourths or more of the thick- 
ness of the epidermis. Its surface is 
undulating, with accentuateg concavities at 
the orifices of the sweat ducts. The granular 
layer is but slightly .increased, its boldly 
scalloped outline meshing with the down- 
ward projections of the stratum corneum, 
and sweat ducts penetrate the troughs be- 
tween the granular waves. In many sections 
a stratum lucidum is not made out. 

Acanthosis is shown predominantly by 
an increase of the interpapillary rete, and 
dyskeratotic cells and clefts are not demon- 
strated. Corresponding to the acanthosis, 


Fig. 5—Papule from palm of patient 
illustrated in Fig. 24. Shown are in- 
creased thickness of all layers of epi- 
dermis, particularly stratum corneum and 
rete malpighti; mag. X 60. 
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_ the papillary bodies are elongated. A slight 


Ae 2 tymphocytic infiltrate usually invades the 
upper levels of the cutis. 


Comment 


The frequent, almost constant, presence 
of verruciform papules on the acral portions 
of the extremities in keratosis follicularis 
is an extraordinary circumstance. For these 
grossly wart-like and microscopically\undis- 
tinctive structures to form an integral part 
of a disease with pathognomonic clinical and 
microscopic features constitutes practically 
a unique situation in dermatology. True, 
there are other dermatoses in which varied 
lesions conjoin, but rarely does the distribu- 
tion of special elements assume such a 
topographic uniformity as in keratosis fol- 
licularis. So decisive is the pattern, indeed, 
that Hopf was moved to postulate that in 
these cases actually more than one disease 
was present—that represented individually 
were genuine keratosis follicularis, acroker- 
atosis verruciformis, and punctate kerato- 
derma. This division is tantamount to 
ascribing one disease for the body, another 
for the distal dorsal portions of the extrem- 
ities, and a third for the palms and soles. 


Were the association of the three lesion 
types an occasional event, the concept ad- 
vanced by Hopf might be tenable. But 
when the triad is the almost invariable pic- 
ture, then one must be intuitively inclined 
to view the dissimilar elements as part and 
parcel of the same fundamental abnormal- 
ity. Some other explanation than Hopf’s 
should, therefore, be sought to relate the 
verruciform lesions of the extremities with 
those of the dyskeratotic papules of Darier’s 
disease. 


An approach to this issue through exam- 
ination of the histogenesis of keratosis fol- 
licularis was offered by Hidaka.?®?8 This 
investigator studied early lesions and con- 
cluded that the evolution of the papule fol- 
lowed a recognizable sequence of stages. 
He demonstrated disappearance of pigment 
in the basal cells, elongation of rete ridges, 
and slight thickening of the stratum cor- 
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neum as initial manifestations. Later 
changes included increase of the corneum, 
loss of the granular layer, thickening of 
the rete, and shortening of the rete ridges. 
Lastly, clefts, corps ronds and grains be- 
came visible. Hidaka felt therefore that 
acral keratoses could be interpreted as de- 
rivatives of the original, primordial Darier’s 
papule. 

A similarity in the structure of the ele- 
mental, predyskeratotic lesions of keratosis 
follicularis as described by Hidaka, and 
also by Neumann,?® and the wart-like kera- 
toses of the same disease occurring on the 
hands and feet, is easy to discern. It seems 
reasonable, therefore, to accept the postulate 
that, for some reason unknown, the develop- 
ment of the Darier’s papules is in the acral 
regions arrested short of maturity, resulting 
in verruciform rather than dyskeratotic end- 
products. That these lesions may occa- 
sionally, but only occasionally, show mild 
dyskeratotic changes is demonstrated in my 
material and is confirmed in cases reported 
in the literature. I have established that in 
such cases dyskeratotic and nondyskeratotic 
forms exist side by side and are grossly 
indistinguishable. Hence, the evidence is 
persuasive that the lesions are truly abortive 
variants of keratosis follicularis, and that 
due to decrease or absence of some unap- 
prehended pathogenetic stimulus, or due to 
failure of the anatomic part to respond fur- 
ther to such a stimulus, incomplete forms of 
the disease result. 

These observations do not explain why 
the failure to produce mature lesions is so 
strongly a regional characteristic of the 
body. Is there a structural or functional 
peculiarity of the skin of the extremities 
which inhibits the development of the 
Darier’s papule? Are the palms and soles 
usually incapable of assuming the character- 
istics of dyskeratosis? Does the coexistence 
of an ichthyotic state, more marked on the 
extremities, predispose to the appearance of 
abortive lesions? These and many other 
questions await precise answers. 
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Instead of simplifying, Hopf’s concepts 
succeeded rather in confusing matters, I 
believe. An artificial and untenable distinc- 
tion was made when the constant pathologic 
partnership of dyskeratotic papules and 
acral verruciform keratoses was viewed as 
two separate conditions, related only by 
their nevoid keratotic character. If this 
were true, then one would expect epithelial 
nevi of other types, such as linear nevi, to 
be frequently associated with keratosis fol- 
licularis, which, with the exception of 
ichthyosis, is not the case. Although it is 
possible in but a few instances to demon- 
strate transitional dyskeratotic changes on 
microscopic examination of wart-like kera- 
toses, One must concede that, for so-called 
acrokeratosis verruciformis, negative results 
of limited biopsies do not necessarily prove 
the absence of keratosis follicularis. 


Since keratosis follicularis usually carries 
with it features of acrokeratosis verrucifor- 
mis, and since keratosis follicularis is more 
common than “pure,” or undarierized, acro- 
keratosis, it seems logical and proper to 
regard Hopf’s acrokeratosis as an incom- 
plete or abortive form of keratosis follicu- 
laris. Within the confines of this viewpoint 
are cases designated acrokeratosis verruci- 
formis which later develop typical lesions 
of keratosis follicularis elsewhere—a se- 
quence mentioned earlier, in my remarks 
on clinical aspects of the disease.* Also 
included are instances, just over the thresh- 
old, such as the third case of Loveman and 
Graham,?? in which a single papule of kera- 
tosis follicularis behind one ear discredited 
the otherwise flawless diagnosis of acro- 
keratosis verruciformis. Further provided 
for are the cases of verruciform acral erup- 
tions occurring in relatives of patients with 
keratosis follicularis. Accordingly, I feel 
that the notion of acrokeratosis verrucifor- 
mis as a disease entity should be rejected, 

* The eventuation of typical keratosis follicularis 
in one of Hopf’s original cases was called to my 
notice by Dr. Walter F. Lever (Jordan, P., and 
Spier, H. W.: Morbus Darier-Veranderungen als 


Spaterscheinung bei Akrokeratosis verruciformis, 
` Arch. Dermat. u. Syph. 189:441, 1949). 
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and I suggest that the diagnosis of “kerato- 
sis follicularis, incomplete or forme fruste,” 
is applicable for these cases. 


A Note on Hard Nevi (Unna) 


The morphologic similarity of hard nevi 
(Unna) and acral keratotic lesions of kera- 
tosis follicularis prompts this supplementary 
comment. Hard nevi are the common small, 
flat or slightly globular, polygonal or irreg- 
ular papules, grayish-tan or pinkish-tan in 
color, with finely granular surface and 
velvety texture, appearing usually in middle 
life on the backs of the hands, over the 
wrists, on the feet and ankles, and some- 
times elsewhere.3? There is no evidence that 
hard nevi are inherently associated with 
punctate keratoses of the palms and soles. 
Examination of numerous specimens has 
shown constant histopathol$gic alterations, 
consisting essentially of a “saw tooth” pat- 
tern of acanthosis with the crevices plugged 
by a loosely felted corneum (Fig. 6). 

Without incriminating a relationship, 
Montgomery *! first pointed out the resem- 
blance of microscopic structure between 
hard nevi and acrokeratotic verruciform 
lesions. A question, therefore, arises wheth- 
er they might in fact be one and the same 
disease. As histologic similarities occur in 
a number of clinically unrelated dermatoses, 
this coincidence constitutes no valid basis 
for assuming that they are identical. Pos- 
sibly, minor variations can be detected 
between the two conditions which may dif- 
ferentiate thein histologically. For one, the 
serrated pattern of the epithelium of the 
hard. nevus is sometimes coarser than that 
of the acrokeratotic lesion, due to the slight- 
ly increased size of the papillary bodies and 
their wider spacing apart. For another, the 
horn layer is more compact and the granular 
layer seems in general to be better devel- 
oped in the verruciform Darier’s papule 
than in the hard nevus. (Interestingly, 
prickles are retained in the rete cells of both 
conditions.) Pigmentation is frequently 
diminished in the basal-cell layers of either, 
but generally more so in the verruciform 
keratosis of *Darier’s disease. However, 
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Fig. 6—Variable histo- 
pathologic structures of 
hard nevi. A, thin lamel- 
lae of stratum corneum 
and “saw tooth” configu- 
ration of rete. Melanin 
pigmentation of basal-cell 
layer was prominent in 
this section; mag. X 80. 
B, papillomatosis in a hard 
nevus. Compare with ver- 
ruciform papule of kera- 
tosis follicularis, Fig. 3B ; 
mag. X 80. C, increased 
acanthosis and papilloma- 
tosis presage transition to 
typical seborrheic kera- 
tosis; mag. X 80. 





these differences are relative, they are far 
from inflexible, and there are many in- 
stances in which histopathologic differential 
diagnosis is impossible. 

The «recognition by Becker? of a ser- 
rated form of seborrheic keratosis intro- 
duced a classification into which the hard 
nevus probably belongs. The clinical re- 
semblance between seborrheic keratosis and 
hard nevus cannot be confuted. Hard nevi 
rarely occur on the hands and feet in the 
absence of typical seborrheic keratoses else- 
where on the body. Also, Montgomery ®t 
has described transitional changes toward 
typical seborrheic keratoses. I believe that 
it is desirable, therefore, to connect the hard 
nevus with the serrated seborrheic keratosis 
and to remove it from consideration as a 
possible equivalent of the verruciform pap- 
ule of keratosis follicularis. 

The hard nevus is thereby placed in a 
position with respect to the seborrheic kera- 
tosis which is analogous to that of the cuta- 
neous tag; ** it represents a divergence of 
development and structure, but the funda- 
mental relationship is recognizable. The 
hard nevus then is basically a variant of 
seborrheic keratosis, modified by its location 
on the extremities, much as the acral verru- 
ciform lesion is modified in keratosis follic- 
ularis. It is not an independent form of 
epithelial nevus, contrary to my earlier be- 
lief. I suspect that there may be factors 
indigenous to the “terrain” of the acral 
portions of the extremities which restrain 
the formation of mature lesions of sebor- 
rheic keratosis and keratosis follicularis. 
Perhaps such inhibitory influences will ulti- 
mately be demonstrated and explained. 


Summary and Conclusions 


An investigation is set forth of the ver- 
ruciform papules and punctate keratoses of 
the acral portions of the extremities which 
occur with remarkable frequency in kera- 
tosis follicularis. Clinically and histopatho- 
logically, these lesions are identical with 


those designated acrokeratosis verrucifor- 
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mis by Hopf and introduced by him as a 
distinctive epithelial nevoid disorder. 


In the literature the histopathologic fea- 
tures of the acral papules of keratosis fol- 
licularis are variably represented, by some 
authors as showing the characteristic dys- 
keratotic changes of the prototype and by 
others simply as nonspecific hyperkeratosis. 
Examination of my material indicates that 
both forms of alteration occur, but that 
the néndyskeratotic, purely hyperkeratotic 
structure is unquestionably the commoner 
one. These verruciform lesions are inter- 
preted as abortive forms of keratosis follic- 
ularis, their arrested maturation apparently 
determined by some unknown inherent in- 
hibitory attribute of the skin of the hands 
and feet. It is concluded that acrokeratosis 
verruciformis is probably a forme fruste 
of keratosis follicularis, in which only non- 
dyskeratotic alterations have evolved. 

Because of, histopathologic similarities, 
the common papule of the back of the hand 
known as hard nevus (Unna) is in this 
study compared with the verruciform kera- 
tosis of keratosis follicularis. Examination 
of many lesions leads to the perception that 
hard nevus is an incomplete form of sebor- 
theic keratosis (serrated type of Becker) 
rather than an epithelial anomaly sui 
generis, 


It is, therefore, suggested that -acrokera- 
tosis verruciformis and hard nevi do not 
merit recognition as indiyidual diseases, 
since they represent abortive variants re- 
spectively of keratosis follicularis and se- 
borrheic keratoses. 
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ABSTRACT OF DISCUSSION 


Dr. HAMILTON Montcomery, Rochester, Minn. : 
Dr. Waisman is to be congratulated on a very 
thorough and meticulous paper which I have had 
the opportunity of going over in detail, including 
the actual microscopic slides, as well as the photo- 
micrographs. Just as in 1953 Dr. Waisman 
pointed out the similarities between cutaneous pap- 
pillomatosis and pseudoacanthosis nigricans, he now 
would regard acrokeratosis verruciformis of Hopf 
ase probably a forme fruste of Darier’s disease in 
which only nondyskeratotic alterations have evolved. 
In this paper he has emphasized the epithelial 
nevoid characteristics of verruciform papules and 
punctate keratoses on the acral portions of the 
extremities occurring with great frequency in 
Darier’s disease, sometimes revealing dyskeratotic - 
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changes and at others a simple nonspecific hyper- 
keratosis. 


I am not quite prepared to go along as far as 
he does, however, in regarding the hard nevus of 
Unna as an incomplete form of seborrheic kera- 
tosis, namely, the serrated type of Becker. I have 
always regarded seborrheic keratosis for which 
Freudenthal tried to apply the name of verruca 
senile as a form of delayed epithelial nevus, using 
this word “epithelial” in the broadest sense and 
not implying the preser®e of any nevus cells. 
Dermatosis papulosa nigra in the Negroes reveals 
the same histologic picture as seen in seborrheic 
keratosis but can occur at any age and usually 
occurs in childhood. All of the conditions, there- 
fore, are in a sense nevoid. Dr. Brunsting, Dr. 


_ Kierland, and I had lesions histologically and 


clinically fitting with a hard nevus of Unna on 
the backs of our hands on which we performed 
biopsies a great many years ago. I know that I 
do not have any appreciable number of seborrheic 
keratoses, if any. 


In the abstract of Dr. Waisman’s paper, as it 
appears on the official program before you, he 
simply referred to Verruciform Manifestations of 
Darier’s Disease and did not use the accepted term 
according to “Standard Nomenclature of Diseases 
and Operations,’ which is keratosis follicularis. 
For a long time an honorary member of this as- 
sociation, Dr. Charles James White, who taught 
me my first dermatohistopathology in medi- 
cal school in the 1920’s, wrote a very nice, clear 
letter in longhand to Dr. Waisman, in care of 
me, as he did not know Dr. Waisman’s address. 
Without quoting from this letter in detail, Dr. 
White starts out: “I wonder if you know the 
story of the emergence of the disease known as 
Darier’s. . . .” Then Dr. White goes on to point 
out that his father, James C. White, called the 
condition keratosis follicularis in 1889 and Darier 
simultaneously presented it as psorospermose vege- 
tane, which latter concept Darier later retracted. 
In the various editions of Hyde, Hyde and Mont- 
gomery, my father, Ormsby, and Ormsby and 
Montgomery, we have consistently preferred the 
term keratosis follicularis. Some years ago I had 
the opportunity to look up the nomenclature, and 
to the French, including Darier, before he died, 
keratosis follicularis means something entirely dif- 
ferent. He, himself, does not call the condition 
Drarier’s disease but calls it dyskeratose folliculare. 
Prince Morrow, in the Journal of Cutaneous Dis- 
eases in 1886, apparently described keratosis fot- 
licularis but without recognizing the dyskeratotic 
phenomena that were emphasized simultaneously 
by James C. White and by Darier. 


Again, may I congratulate Dr. Waisman on an 
excellent paper, carefully thought out, and calling 


.to our attention that acrokeratosis verruciformis 
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is probably only an abortive form of keratosis 
follicularis (Darier’s disease). 


Dr. HERMAN BEERMAN, Philadelphia: Dr. Wais- 
man has brought to the attention of this group 
an aspect of Darier’s disease which has puzzled 
me for a long time. The first patient with this 
disease whom I had the occasion to study on my 
own had these lesions on the backs of the hands. 
It was at the time when epidermodysplasia ver- 
ruciformis was in vogue, and I thought we were 
dealing with two congenital anomalies, namely, 
Darier’s disease and this process. 


Since “then, we have observed a number of such 
patients, with both lesions, as Dr. Waisman has 
described. However, we did not see any of these 
lesions in our case of hypertrophic Darier’s dis- 
ease, and I do not know whether anyone has seen 
them in the so-called Hailey-Hailey—excuse the 
expression !—or the so-called solitary Darier’s dis- 
ease. 


I want to say, also, that since lesions of Darier’s 
disease may be reproduced by certain traumatic 
processes, particularly sunlight, ag was shown by 
Preissmann, (Preissmann, M.: De l’action provoc- 
atrice de la luminére dans la maladie de Darier: 
Etude histologique des efflorescences provoquées 
expérimentalement en peau saine par les ravons 
ultra-violets, Ann. de dermat. et syph. 6:188-203, 
1946) and also since flat warts may be reproduced 
in accordance with the so-called Koebner phenom- 
enon, it might be possible to reproduce a particular 
type of lesion by both of these media, either 
trauma, scratching, or so on, and, perhaps, by 
studying them histologically, we may find some 
information. 


I hate to be beating the same drum, that is, 
bringing up the matter of serial sections. Since 
you were fortunate enough, in some of your 
lesions, Dr. Waisman, to find clefts in the lesions 
from the dorsa of the hands, perhaps, if you had 
sectioned some of the blocks sérially, you would 
have found them. in all, in which case you would 
have another bit’of evidence that these are in the 
same disease. 


I should‘also like to know why you insist on the 
term, “keratosis follicularis,” when you are dealing 
with palmar lesions. I do not know of any con- 
ditions where there are hairs on the palms. 


Dr. SAMUEL W. BECKER, Long Beach, Calif.: 
In connection with this interesting paper in which 
Dr. Waisman has mentioned the serrated type of 
seborrheic keratosis, my experience has been as 
follows: of the 234 seborrheic keratoses discussed 
in 1950, 29 were called “serrated” because of the 
microscopic picture. Occasional association with 
the more orthodox variety suggests that they be- 
long in this category, although resemblance to an 
epithelial nevus and verruca vulgaris is evident. 
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Dr. Beerman mentioned the relations of benign 
familial pemphigus for which Dr. Obermayer and 
I suggested the designation “dyskeratosis bullosa 
hereditaria.” (Arch. Dermat. & Syph. 41:1170- 
1172, 1940.) In a Chicago family of French 
Canadian ancestry, 27 of 78 persons in three gen- 
erations presented the disorder. Histories stated 
that in no member had typical hyperkeratotic 
lesions of Darier’s disease been present. 


Dr. Francis A. Exits, Baltimore: I enjoyed 
Dr. Waisman’s presentation very much. The paper 
might have been simplified if it had been divided 
into two parts. The first part is the relationship 
of acrokeratosis verruciformis to keratosis fol- 
licularis. Certainly, there is a relationship. Whether 
this is the same as acrokeratosis of Hopf is a 
different story. I am not sure that we should go 
that far. I do not think we have looked often 
enough or carefully enough at our patients with 
keratosis follicularis for the lesions about the ex- 
tremities. 

Dr. Waisman has suggested that we can get 
these lesions on ¿he extremities, also without the 
patient having the body type of keratosis follicu- 
laris. We shall certainly look for them in Hailey- 
Hailey’s disease. ° ei 

The second part of the paper is whether the 
hard nevus of Unna is actually seborrheic kera- 
tosis. Waisman has been interested in these dif 
ferent types of verrucous lesions, and he has 
written two papers along these lines within the last 
few years—one on the cutaneous papillomatosis, 
pseudoacanthosis nigricans, and benign acanthosis 
nigricans (South. M.J. 46:126-169 [Feb.] 1953.) 
and, later, on the cutaneous papillomas of the 
neck and papillomatous seborrheic keratoses (South. 
M.J. 50:725-731 [June] 1957). In the latter, he 
calls the skin tags “seborrheic keratosis.” I do 
not agree that they are the same either histologi- 
cally or clinically. I do not think the skin tags will 
respond to radiation. Ordinarily, skin tags do not 
respond to escharotics, to liquid nitrogen, and to 
radiation, whereas the seborrheic keratoses will. 
Skin tags should be defined better histologically 
or the term should not be used as a medical’ diag- 
nostic term, I am not willing to say they are the 
same or that the Unna type of keratosis on the 
extremity is seborrheic keratosis. I think it is an 
interesting suggestion, but at this time I am not 
willing to go any farther. i 

I am also unwilling to accept his suggestion that 
epidermodysplasia verruciformis of Lewandowsky 
and Lutz is a form of disseminated flat verrucae. 
Just because someone says he found a certain 
histologic picture that suggested flat warts in a 
case which he interpreted as epidermodysplasia 
verruciformis does not prove that the patient 
really had this rather rare entity. I think that there 
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have been enough cases of Lewandowsky and 
Lutz epidermodysplasia group to make it a recog- 
nized syndrome, in spite of Lutz’s divorcement 
of this entity. 

Dr. Lours H. Wrner, Beverly Hills, Calif.: I 
agree with Dr. Waisman’s concept of acroReratosis 
verruciformis as a type of epidermal nevus be- 
longing with Darier’s disease (keratosis follicu- 
laris.) I agree that it belongs to the group of 
epidermal nevi. 

Occasionally, nevus unis lateralis shows similar 
changes histologically to Darier’s disease and also 
in acrokeratosis verruciformis. 

I am also in accord with Dr. Waisman that the 
hard nevus of Unna histologically is identical with 
seborrheic keratosis. 

Pendulous fibromas are skin tags clinically, but, 
histologically in over 60% of my cases they are 
seborrheic keratoses of the pendulous type. 

Dr. Harry ARNOLD, Honolulu, Hawaii: I do not 
have anything to say about the acrokeratosis of 
Hopf. We have had a single case of it in Honolulu. 
As to the hard nevus of Unna on the backs of 
the hands and occasionally on the feet, I am in 
complete agreement with him on this. I am sure 
these fit, both clinically and histologically, into the 
pattern of seborrheic keratosis. Reluctant as I am 
to disagree with Dr. Ellis, I also think that, on 
both histologic and clinical grounds these are also 
frequently seen as cutaneous skin tags on the 
sides of the neck. They wipe off the surface with 
a curet just the way a typical seborrheic keratosis 
does, and our general pathologist never fails to 
return it as “seborrheic keratosis,” without com- 
ment. 


Dr. Leon GOLDMAN, Cincinnati: I should like 
to join the increasing minority group here that 
says there is a relationship between hard nevus 
of Unna and seborrheic keratosis. From our studies 
with skin microscopy, which is living pathology, 
as we study the development of these lesions, 
especially on the dorsum of the hand, under the 
stereobinocular, we see the typical formations of 
surface changes in the so-called hard nevus as 
we do in seborrheic keratosis. They are all dis- 
tinctly similar. Our pathologist is sometimes jeal- 
ous because we have made the early clinical 
diagnosis of an early seborrheic keratosis before 
he sees the section. ‘ 

Dr Morris WAISMAN, Tampa, Fla. (Closing) : 
I “wish to thank all of the discussers. Dr. Becker’s 
paper on seborrheic keratosis is an important 
and perhaps unappreciated contribution to the 
dermatologic literature, especially concerning his 
recognition of the serrated seborrheic keratosis 
histopathologically. This atypical or primordial 
form occurs frequently on the backs of the hands. . 
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and elsewhere on’ the body and can be clinically 
identified with ease. 

Answering Dr. Beerman’s question about serial 
sections, several lesions were so studied and showed 
consistent changes in every instance. I believe, 
therefore, that the nonspecific structure and the 
typical Darier’s structure are not as a rule inter- 
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mixed in the papule, and that any section is prob- 
ably representative of the particular lesion. 

The point about a suitable name for the kera- 
totic papule of the palm is well taken. Perhaps 
it would have been just as well to have retained 
the name Darier’s disease and thereby avoid argu- 
ment about the follicular aspect of the lesion. 


Chondrodermatitis of the Ears 


A Differential Study of Nodules of the Helix and Anthelix 


LESLIE PAXTON BARKER, M.D.; ALEXANDER W. YOUNG, M.D., and WILBERT SACHS, M.D., New York 


Under the title of ‘“Chondrodermatitis 
Nodularis Chronica Helicis,” Winkler? in 
1916 published the first study of painful 
nodules of the helix. The lesions of his 
eight cases were described as being cherry- 
‘seed size with firmly attached central crusts 
which were painful under pressure. Upon 
removal of the crusts a small well-defined 
ulcer with an erythematous base remained. 
The skin lesions were attached to the carti- 
lage. Episodes*®of infection beneath the 
crusts were common. Winkler believed that 
the cartilage had beeħ damaged by trau- 
matic, chemical, or thermal influence to the 
extent that it acted as a foreign body, pro- 
voking an inflammatory reaction in the skin. 

Foerster’s* (1918) findings on nodules 
of the helix, the first report in American 
literature, were in essential agreement with 
those of Winkler. 

In a 1929 report, Fox ë classified similar 
nodules of the anthelix as chondroderma- 
titis nodularis chronica helicis. Lane and 
Bechet, in their discussion of Fox’s report, 
pointed out that this disorder of the ant- 
helix should not be included in the same 
dermatologic category as lesions of the 
helix. During the following year, 1930, 
Klauder’s * report on three cases of nodules 
of the anthelix supported Lane and Bechet’s 
argument. 


The aim of this study is to distinguish 
further between these chondrodermatites of 
the helix and anthelix. A fundamental 
differentiation which will be stressed is the 
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pathogenesis of the two types of lesions. 
Our observations lead us to believe that the 
nodules of the helix originate as a peri- 
chondritis with secondary involvement of 
the skin, while those of the anthelix arise 
in the skin and involve the cartilage only 
secondarily. Also, on the basis of our clin- 
ical and histologic findings we hope to 
establish definitely the distinctions which 
should be made in the etiology, pathology, 
prognosis, and therapeutic requirements of 
the two types of nodules of the ear. For 
purposes of clarity these two forms of 
chondrodermatitis will be referred to 
throughout this paper by the simple names 
of nodules of helix and nodules of the 
anthelix. 


Before the clinical and pathological data 
which will be the foundation for the discus- 
sion is presented, a brief review of the 
embryology and anatomical structure of the 
ear may be pertinent. 

Embryology and Anatomical Structure 
of the Ear—Embryologically, the ear is 
formed from the anlagen derived from 
the mandibular and hyoid bars. The upper 
fusion of these two parts takes place at 
the anterior crown angle and the lower 
fusion just in front of the lobe. These 
bars are initially composed of nodules 
which flatten out to mold the pinna of the 
ear. In view of the separate growth cen- 
ters the configuration of the fully developed 
ear, has a wide range of variations, partic- 
ularly along the crown angle. According 
to Schwalbe ® and Streeter, this variation 
becomes most noticeable in men. It would 
seem reasonable to assume that throughout 
life cartilaginous aberrations developing 
from embryonal variations would be points. ` 
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of diminished resistance, particularly along 
the exposed helix margin. 

The anatomical location and structure of 
the ear makes this organ particularly sus- 
ceptifle to neoplastic and degenerative 
changes. On the outer surface of the ear 
the skin is attached directly to the peri- 
chondrium without an intervening, protec- 
tive fat pad. The ®cartilage is nourished 
from the perichondrium which, with the 
skin, receives its blood supply from the 
small vessels of the cutis and not from 
the larger vessels of the subcutaneous fat as 
on other parts of the body. Its exposed 
location and vascular deficiency subject the 
ear to much mechanical injury, as well as to 
trauma from exposure to wind, sun, frost- 
bite, and general vascular disease. These 
conditions may also accelerate the ear’s 
aging process which generally includes en- 
largement of the organ and thinning of the 
skin and cartilage with loss of elastic tissue. 
When the skin of the ear is thinned or 
atrophic, both it and the less protected 
underlying cartilage are more vulnerable to 
injury. 


Clinical Findings 


Over the past several years 13 patients 
having typical nodules of the helix of the 
ear, and 7 with representative nodules of 
the anthelix have been under observation 
and care. The findings are: 

Nodules of the Helix.—Twelve male pa- 
tients and one female, ranging in age from 
57 to 70 years, each with a nodule on the 
helix, have been observed and treated sur- 
gically. Most histories indicated the appear- 
ance of a sensitive nodule on the helix 
some months before skin changes occurred. 
The painful cutaneous nodules had been 
present 3 to 8 months before consultation. 
"Twelve of the lesions were found on the 
right ear and all appeared at the crqwn 
angle. 

The clinical structure of the nodules in 
12 of our cases was essentially the same. 
(The exception was one early case with a 
sensitive nodule lacking overlying skin 
' changes.) Skin lesions were split-pea size, 
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Fig. 1—Nodule of chondrodermatitis of helix i 
typical location at anterior crown angle just be 
hind the site of embryonal fusion of the mandibu 


lar and hyoid bars. Note pea-sized nodule wit 


keratin plug at apex. 


erythematous papules attached to the car 
tilage and having hard clavuslike painfu 
plugs located at their apexes. When th 
hyperkeratosis was pared with a scalpel, th 
patients were relieved from pain until nev 
plugs formed. Local medication, by soften 
ing the keratosis or combating secondar 
infection, gaye only temporary relief. 
Nodules of the Anthelix—On 6 of 9: 
elderly women patients residing in a hos 
pital home, eight lesions of the anthelis 
were found. One ambulatory male patien 
displayed a similar nodule. These nodule: 
of the anthelix had been present varying 
lengths of time (2 months to 12 
years) before their discovery on routine 
dermatological rounds. In no case were the 
lesions a chief presenting complaint anc 
pain and discomfort were noteworthy only 
by history of onset. The one man who wa: 
seen at the clinic presented himself for < 
dermatological problem unrelated to his ea1 
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condition. All patients were in the 6th, 
7th, and 8th decades. 

Lesions on the anthelix were usually 
unilateral, on the right ear, except in 
two cases having bilateral involvement. 
Among the nine nodules several stages of 
evolution were found. The early or acute le- 
sions (Fig. 2) were raised with hard 
central crusts or ulcerations; there were 
surrounding erythematous to violaceous 
colored inflammatory reactions. The nod- 
ules were usually single having a diameter 
of 5 to 15 mm., although m one case an 
adjacent less active lesion attached to the 
‘cartilage could be palpated. The late or 
subacute lesion (Fig. 3) was smaller. Fre- 
quently several nodules could be felt in a 
linear arrangement along the anthelix. The 
overlying skin was only slightly erythem- 
atous and occafionally showed fine scaling. 
The late or chronic lesions were composed 
of multiple small nodules with little or no 
inflammatory changes. They ran along the 
anthelix sometimes for a distance of 2 cm. 


Fig. 2.—Typical nodule of the anthelix (acute 
stage). Note the prominently exposed anthelix and 
flattening of the adjacent helix. 
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or more. All the lesions were hard, and, in 
the case of the late nodules, were fixed 
to the cartilage. The reaction accompanying 
the acute lesions may have obscured any 
evidence of previous involvement. e 
Lesions Similar to Nodules of Helix 
and Anthelix.—The nodules described above 
should not be confused with such lesions 
as basal- and squamôĝus-cell epitheliomas, 
senile and seborrheic keratoses, cutaneous 
horns, keratoacanthomas and others. 


Pathology of Typical Cases 


Case 1—Nodule of the Helix Without Skin 
Changes (Fig. 4)—A Negro man, aged 60, with 
a nodule on the helix without overlying skin 
changes. In the lower cutis is a spicule of cartilage 
showing degeneration, and about the spicule the 
blood vessels are dilated and their walls thick- 
ened. A moderate small round cell and wandering 
connective tissue-cell reaction is present with con- 
siderable new blood vessel formation and some 
fibroblastic reaction in the mid- and upper cutis. 
The epidermis is covered with a loosely laminated 
horny layer but otherwise shows no changes. 








Fig. 3.—Shows succession of three subacute 
nodules of the anthelix. Again note the exposed 
anthelix with flattening of adjacent helix. 





Case 2.—Nodule of the Helix with Skin Changes 
(Figs. 5 and 6).—A 50-year-old man with a pain- 
ful, hyperkeratotic nodule of three months’ dura- 


tion. In one area the epidermis is thinned and 
covered with a tremendously thickened pseudo- 
parakeratotic horny layer forming a cup-shaped 
plug. The basal-cell margin is intact but separated 
from the cutis by a clear space or cleft showing 
liquefaction necrosis. The remaining epidermis is 
acanthotic; the granular-cell layer is increased; 
the horny layer is thickened and loosely laminated. 
In the cutis are many new blood vessels and a 
fibroblastic cellular response. Basophilic degenera- 
tion is present in the upper cutis. A spicule of 
cartilage surrounded by an inflammatory reaction 
is in the lower cutis. 

Case 3.—Nodule of the Anthelix (Fig. 7)— 
A 62-year-old woman with a nodule of one month’s 
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Fig. 4 (Case 1).—Fron 
nodule of helix withou 
clinical skin changes 
High-power magnificatior 
showing degenerative 
changes in the cartilage 
as evidenced by 
rangement of chondro- 
cytes, calcification, anc 
cleft fermation. Note the 
perichondritis and dimin- 
ishing inflammatory re- 
“action toward the skir 
surface. 


disar- 


duration. The epidermis is thinned and covered by 
a densely laminated hyperkeratotic layer. The 
blood vessels of the cutis are dilated and their 
walls thickened. There is basophilic degeneration 
in the upper cutis. A minimal fibroblastic cellular 
reaction and hemorrhage are present in the cutis. 
In the deep cutis is a section of cartilage with 
minimal surrounding inflammation. 


Treatment 

In our cases of nodules of the helix the 
only consistently successful method of 
treatment was complete excision of the skin 
nodule and the underlying involved carti- 
lage. 

Operative Procedure—Under procaine 
hydrochloride (Novocain) anesthesia a 2 
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Fig. 5 (Case 2)—From 
nodule of helix with skin 
changes. High-power 
magnification showing the 
cup-shaped, thickly lami- 
nated keratotic plug in 
the epidermis, the separa- 
tion (cleft) of @he epi- 
dermis from the cutis, 
and the inflammatory re- 
action in the upper cutis. 


em. elliptical incision is made down to the 
cartilage on each side of the cutaneous 
nodule. The ellipse of the skin is.removed 
exposing the spicule of cartilage beneath. 
A crescent of cartilage is then taken off by 
a sharp dissection. (It is most important 
to remove thoroughly the involved cartilage 
and graduate the ends of the incision to a 
If an abrupt end is left, 
a painful nodule will promptly appear in 
the overlying skin.) The skin edges are 
then undermined, particularly the posterior 
edge. 
and fat pad, is brought forward and the 
wound is closed with silk ‘sutures. The 


smooth surface. 


This margin, with its thicker skin 
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suture line is below or in front of the sharp 


scroll edge of the helix, thus serving to 
prevent the development of a sensitive post- 
operative scar. 

Among our 13 reported cases followed 
one to four years after the above operative 
procedure there was only one recurrence. 
This happened because the cartilage dissec- 
tion was not graduated smoothly enough at 
the ends. A new painful nodule promptly 
developed in the skin over each abrupt end 
of the cartilage and required a second oper- 
ation. This case may well demonstrate the 
primary role the cartilage plays in forming 
painful nodules of the helix. ; 
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Fig. 6 (Also from Case 
2). — Showing the deeper 
tissue. Note the perichon- 
dritis and degenerative 
changes in the cartilage. 





Fig. 7 (Case 3). —Note 
the inflammatory reaction 
in the skin with minimal 
changes in the cartilage 
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TABLE 1—Summary of Cases 


Ý- 


Helix Anthelix 

Nodules Nodules 
Patients, no. 13 7 
Age of onset 57-70 51-80 
Multiple lesions Rare Frequent 
Unilateral lesions 13 5 
Bilateral lesions, no. patients 0 2 
Right ear only 12 5 
Left ear only 1 0 
M 12 1 
F 1 6 
Lesions, size 10 mm 1-1.5 mm 
History of previous trauma Unusual Usual 
Pain on pressure 3+-4+ 1+-2+ 
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In the case of nodules of the anthelix 
the lesions invariably resolved spontaneous- 
ly. During the acute phase of the disorder, 
usually associated with prolonged periods 
of bed rest, antibiotic dressings, and at- 
tempts to relieve pressure were employed. 
The resolving stage of the nodule required 
little care. Preventive measures for bed- 
ridden patients are the vse of a softly 
covered foam rubber pillow and special care 
to minor skin damage of the ear. In none 
of these cases was surgical intervention 
necessary. 


Summary and Conclusion 


Nodules of the helix and of the anthelix 
are similar only in that they appear upon 
the ear. The clinical course of the lesions, 
the underlying histological process, and 
their management differ. 


The nodules of the helix of the ear are 
commoner in men over 50 years of age, 
while those of the anthelix most frequently 
occur in elderly women. Both types of 
lesions are ordinarily unilateral. The early 
lesions of the helix are single; those of the 
anthelix may be single or multiple. Nodules 
of the helix remain unchanged and painful 
through their course; they are notoriously 
recurrent if treated by methods other than 
proper surgical intervention. There is rare- 
ly a history of preceding injury. 

Several stages of evolution are found in 
the nodules of the anthelix: (1) the early 
or acute inflammatory changes with ulcera- 
tion and crusting; (2) late or subacute 
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TABLE 2.—Summary of M icroscopic Findings 


Helix Nodules Anthelix Nodules 
E e paan ~ and Inflammatory 
degenerative 4 
Localized No hyperkeratotic 
hyperkeratosis plug 
with plug 
Thinning of under- 
lying epidermis 
Epidermis Acanthos& (adja- Epidermis thinned 
cent epidermis) 
Hyperkeratosis No hyperkeratosis 
(adjacent 
epidermis) 
Dermal-epiderma ) Separation under No separation 
junction plug 
Granulation tissue None 
(new vessels; Vascular changes 
fibroblasts) with thickening of 
Cutis walls in older 
lesions 
Basophilic degen- Occasional 
eration 
Surrounding Surrounding 
inflammation to inflammation 
Cartilage necrosis (Secondary) 
(Primary) 


i 


subsiding lesions, and (3) latent or chronic 
nodules detected by palpation. Acute le- 
sions may progress to the latent variety in 
four to six weeks and are almost invariably 
associated with trauma. In cases reported, 
the lesions developed during prolonged pe- 
riods of bed rest for an intercurrent illness. 
Only local therapy is necessary. 

The difference in the pathological proc- 
esses of these two conditions helps explain 
their individual clinical features. The in- 
itial changes in nodules of the helix appear 
around the cartilage as a perichondritis, 
evidenced by an inflammatory reaction in- 
volving the blood vessels. The reaction, 
which may progress td necrosis, extends 
out from the cartilage to the epidermis. 
This is demonstrated in the pathology, of 
Case 1 (Fig. 4) where there was minimal 
‘skin involvement and is substantiated clin- 
ically by the prompt development of painful 
nodules over sharp edges of cartilage left 
after a surgical procedure. 

As the inflammatory reaction extends out . 
from the perichondritis, granulation tissue, 
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develops in the upper cutis with new blood 
vessels’ formation and increased fibroblasts. 
Basophilic degeneration is frequently seen. 
The epidermis over the involved cartilage 
is thinned and a thickly laminated plug 
forms and projects down into the epider- 
mis. At this point, because of contracture 
of the cell in the keratotic plug, a mechani- 
cal separation of theeepidermis from the 
cutis takes place (see Case 2, Fig. 5): if 
further trauma from pressure occurs, ne- 
crosis and even secondary infection may 
take place in this area. The epidermis at 
the edges of the keratotic plug is acanthotic 
and covered with a loosely laminated horny 
layer. The entire process is degenerative; 
this probably explains why malignancies do 
not develop in these lesions. 


The primary histological changes in the 
nodule of the anthelix are located in the 
cutis (see Case 3, Fig. 7), the blood vessels 
are dilated and their walls thickened. The 
epidermis is thinned without hyperkeratosis. 
Secondarily, the cartilage and perichondri- 
um may be involved with minimal inflam- 
matory changes. Clinically, the cartilage is 
not involved in the early or acute lesions 
of the anthelix. By history the nodule is 
precipitated by pressure or injury and pain 
is minimal throughout the course. The le- 
sions gradually resolve without treatment. 

The evidence that men are more liable to 
the developmental variations or irregularities 
of the cartilage at the crown angle of the 
ear and that their ears suffer greater expo- 
sure to wind and sun than women’s ears 
may explain, m part, why men develop most 
of the helix nodules. 

Nodules of both,the helix and the ant- 
helix appear predominantly on the right 
ear, probably because the majority of the 
pedple sleep on their right side. Hence, 
pressure trauma, in addition to the aging, 
process of the skin and cartilage, may be 
an important factor in the production of 
lesions. 

Finally, a summary of the difference in 
appearance, location, pathogenesis, pathol- 
‘ogy, and therapeutic requirements of the 
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nodules of the helix and of the anthelix 
seems to justify the classification of the 
two types as separate clinical entities. 


It is probable that the term “chondro- 
dermatitis nodularis chronica helicis” is, 
like “neurodermatitis,” so entrenched in 
the literature that it is here to stay. How- 
ever, dermatochondritis helicis, because 
nodules of the helix arise initially in the 
cartilage, and chondrodermatitis anthelicis, 
because lesions of the anthelix arise pri- 
marily in the cutis, may be more appro- 
priate terms for these clinical entities. A 
possibly more succinct and useful termi- 
nology might be chondrodermatitis helicis 
and chondrodermatitis anthelicis. 


120 E 75th St. (21). 
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ABSTRACT OF DISCUSSION 


Dr. Herman BEERMAN, Philadelphia: Dr. 
Barker and his co-workers have made a clear case 
for the difference between nodules of the helix 
and anthelix. They have illustrated again the im- 
portance of the knowledge of basic anatomical 
considerations in the interpretation of the patho- 
genesis of cutaneous processes. In addition to 
delineating the clinical and histopathologic fea- 
tures of the painful nodules of the helix and 
anthelix, Barker and his group have suggested 
succinct and useful terminology for them, namely, 
chondrodermatitis helicis and chondrodermatitis 
anthelicis. 

This presentation has covered the subject so well 
that it leaves but little for one to add in discus- 
sion. However, I propose to elaborate on some 
aspects of the subject, if only to mention certain 
details which time does: not permit Dr. Barker to 
deal with. Also, there are still a few questions 
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that might be asked in order to stimulate further 
discussion. 


The subject of chondrodermatitis nodularis 
chronica helicis is an appropriate one for presen- 
tation before the American Dermatological Asso- 
ciation, since the first American paper was by one 
of our members, Otto Foerster (J. Cutan. Dis. 
36:154, 1918). It was his continued interest in 
this disease, in the early stages of our knowledge 
of it, that has stimulated a host of subsequent 
reports which are largely embodied in Dr. Barker’s 
paper today. 


As is the case with other diseases when attention 
is called to them, for example, Mucha Haberman’s 
disease, and more recently, keratocanthoma, a flood 
of cases presenting these newly described lesions 
has appeared in the literature. Beginning with a 
series of only 4 cases in 1918, Foerster in 1925 
(Arcu. Dermat. & SypuH. 11:149, 1925) reported 
on 21 cases, of which 12 had been observed per- 
sonally. Winkler’s original series (Arch. Dermat. 
u. Syph. 121:278, 1915) included 8 patients. Rost 
(Wien med. Wehnschr. 76:931, 1926) had 7 pa- 
tients. Poth (Texas J. Med. 33:19, 1937) had 
73 patients. Ebenius (Acta radiol. 22:563, 1941) 
had 33 cases. Caro? and vap „Haren (Derma- 
tologica 83:353, 1941) had 8 patients with 10 
nodules. More recently, Newcomer, Steffen, Stern- 
berg, and Lichtenstein (A.M.A. ARCH. DERMAT. 
68 :241, 1953) presented 69 patients with this proc- 


ess but differentiated the location between helix . 


and anthelix, 61 on the helix and only 8 on the 
anthelix. Shuman and Helwig (Am. J. Clin. Path. 
24:126, 1954) had 100 cases, 85 on the helix and 
12 on other specified sites on the ear. E. M. 
McConnell (J. Clin. Path. 10:46, 1957) had 12 
cases, and Zimmerman (A.M.A. ARCH. DERMAT. 
78:41, 1958) 13 cases. In addition to these larger 
series, there are scattered case reports throughout 
the period from 1918 to the present. 


The rarity of true chondrodermatitis nodularis 
chronica helicis in women is attested to by a num- 
ber of authorities. Winkler and Foerster described 
the process as occurring only in men. Poth en- 
countered 7 women among his 73 patients (10%). 
In contrast to this relative infrequency of true 
chondrodermatitis nodularis chronica helicis in 
women, the reverse is the case in chondrodermatitis 
nodularis chronica anthelicis. This observation was 
in all probability the reason which led Lane (in 
discussion, Fox, H.: ARCH. DERMAT. & SypH. 19: 
1016, 1929), and subsequently Klauder (ARCH. 
DERMAT. & SypuH. 22:833, 1930) to suspect that 
lesions on the anthelix in women, particularly in 
telephone operators, nuns, and others, represented 
a different process from that occurring on the 
helix, a fact which Barker and his group have 
now put on a sound basis. because of the different 
pathogenesis of the two processes. One wonders 
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if Dr. Fox were here today whether he would again 
state arbitrarily, as he did in 1929 when his at- 
tention was called to the fact that patients such 
as his, with painful nodules of the ear, were not 
to be classified as true chondrodermatitis but of a 
special type located on the anthelix, thate“The fact 
that these lesions are not on the exact part of the 
ear (the helix) as originally described makes no 
difference to the fact that it should be classed 
under the foregoing title (chondrodermatitis nodu- 
laris chronica helicis *¥. It is a painful nodule of 
the ear whether on the helix or the anthelix.” 

We agree in the main with Dr. Barker and his 
group that nodules of the helix and anthelix are 
two distinctive processes with different clinical 
courses and pathogenesis, and they require dif- 
ferent modes of therapy. However, it is difficult 
for one who sees specimens taken from such le- 
sions to be able to differentiate objectively histo- 
logically between those of the helix and anthelix, 
because one sees in a particular specimen only a 
single phase of the disease. In such a situation, 
he cannot compare this phase with what preceded 
or what will succeed it, as was the fortunate cir- 
cumstance in Dr. Barker’s group’s experience. 

This group was indeed more successful in this 
regard than were Shuman and Helwig. These 
authorities were unable to draw specific conclu- 
sions as to the histogenesis, point of origin, or 
course of chondrodermatitis nodularis chronica 
helicis by study histologically of their cases after 
they were separated into the various groups ac- 
cording to duration estimated from the time to 
clinical onset to excision. 

While most of the specimens from these ear 
lesions show essentially the same histologic pic- 
ture, there are variations even in true chrondro- 
dermatitis of the helix. The matter of involvement 
of the cartilage is to the point. Barker and his 
group make the differentiation between the lesions 
of the helix and anthelix on the basis of the ini- 
tial changes in the nodules of the helix appearing 
around the cartilage as perichondritis, evidenced by 
an inflammatory reaction involving the blood ves- 
sels. This reaction, which may progress to ne- 
crosis, extends out from the cartilage to the 
epidermis, whereas the primary histologic changes 
in the nodules of the antħelix are located in the 
cutis. The blood vessels are dilated and their 
walls thickened. The epidermis is thin without 
hyperkeratosis; secondarily, the cartilage and peri- 
chondrium may be involved with minimal inflam- 
Clinically, the cartilage is not 
involved in the earlier acute lesions of the anthelix. 
That the cartilage is not always involved in true 
lesions of chondrodermatitis nodularis chronica 
helicis is attested to by the fact that while peri- 


chondritis was always present in the 12 of Mc- . 


* Discusser’s interpolation. 
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Connell’s patients, in only 3 of them was there 
degeneration of the cartilage occurring in associa- 
tion with the region of chondrodermatitis. 

Although Foerster stated in 1925 that all his pa- 
tients showed a chronic inflammatory reaction with 
involvement of the cartilage, in his 1918 report 
he stated, “The cartilage itself shows no change.” 
In Shuman and Helwig’s 100 patients, there was 
invariable evidence of perichondritis. However, 
the cartilage on occasion showed the most promi- 
nent changes, and in a fe instances it appeared 
to be normally formed. Carol and van Haren’s 
patient actually had true chondrodermatitis nodu- 
laris chronica helicis. 

As a result of their findings in 94 instances of 
chondrodermatitis nodularis chronica helicis, New- 
comer and his group feel that the painful nodule 
on the helix represents essentially a vascularized, 
organizing, inflammatory focus within the cutis. 
The skin being relatively thin at this site, and 
tautly stretched over the cartilage of the ear, it is 
vulnerable to minor trauma, particularly when 
senile degenerative changes and diminished vascu- 
larity are present, and, by the same token, repair 
is sluggish so that recurrence of the condition is 
commonly observed despite well-conceived treat- 
ment. The inflammatory nodule, once established, 
commonly extends to the perichondrium, but the 
auricular cartilage itself shows only degenerative 
changes incidental to aging. These degenerative 
changes were also observed in a control group of 
20 specimens obtained from autopsy subjects of 
approximateły the same age, and, contrary to pre- 
vailing view, they do not appear to play any 
significant role in initiating the lesion or in its 
development. 

In general, histochemical studies have not been 
very revealing. In a study by my associate, Dr. 
Margaret Gray Wood, amyloid deposits were found 
in some cases of chondrodermatitis of the ears in 
the papillary processes adjacent to the area of 
necrosis. Shuman and Helwig, however, state that 
they found no amyloid in their cases. 


These comments lead to certain inevitable ques- 
tions. First, since the histologic picture at the 
end may be similar in the two processes of differ- 
ent pathogenesis, how can one make an objective 
histopathologic diagnosis? In view of the present 
study, how reliable are Shuman and Helwig’s 
criteria for histopathologic diagnosis? These are: 
“(19 Nodular hyperplasia of the epidermis; (2) 
fibrinoid alteration of the dermal collagen; (3) 


proliferation of a richly vascularized granulation” 


tissue associated with an inflammatory exudate; 
(4) perichondritis with or without degenerative 
changes of the auricular cartilage.” 


If repeated small trauma such as the wearing of 


* hats is the cause of some cases of lesions on the 


anthelix, why are there no persistent painful 
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nodules on the back of the ear over the cartilage 
from wearing tight spectacles? In the literature, 
injections of Novocain or hydrocortisone, or the 
application of antibiotic ointments (Nelson, A.M.A. 
ARCH. Dermat. & SypH. 65:356, 1952) have ap- 
parently produced good results in some lesions 
labeled chondrodermatitis helicis. Has anyone ac- 
tually had favorable experience with any of these 
modalities in true cases of chondrodermatitis 
nodularis chronica helicis? 

Dr. Lours H. Winer, Beverly Hills, Calif.: I 
also have observed the recurrence of the chondro- 
dermatitis nodularis chronica helicis lesions at the 
terminal ends of the excision when a rough edge 
of cartilage is allowed to remain at the margin 
of the incision. 

Histologically in this condition the changes are 
primarily in the collagen without any changes in 
the cartilage. The secondary changes then extend 
in both directions, from the collagen down into 
the cartilage, and from the collagen up into the 
epidermis, giving an abnormal necrotic keratotic 
plug overlying the area. 

This necrotic plug, pressing down on the tissues 
produces the pain. Once the cartilage is involved, 
the involved portion must bẹ removed. Pathologi- 
cally involved caftage must be removed wherever 
it occurs, as, for instance, cartilagenous metaplasia 
of connective tissue under a callous is painful until 
removed. 

As Dr. Barker has indicated, excision of the 
lesion, and of the underlying cartilage, is the 
therapy indicated. 

Dr. JosepH V. Kiauper, Philadelphia: I cer- 
tainly appreciated this thorough and scholarly 
presentation of Dr. Barker’s. 

In accordance with the title of his paper, one 
could add a third type of nodule of the ear, al- 
though they are not always painful. I refer to the 
nodule on the anthelix of telephone operators and 
nuns from pressure, either of the ear piece or 
from the very heavily starched part of the nun’s 
headpiece. (Klander, J. V.: Nodule of the Ear 
Simulating Chondrodermatitis Nodularis Chronica 
Helicis, ArcH. Dermat. & SypH. 22:833, 1930.) 

They may or may not be slightly inflammatory; 
and may or may not be painful. There is very 
little to the differential diagnosis. They look en- 
tirely unlike nodularis chronica helicis nodules. 
They are more raised, larger, and more rounded. 


An interesting aspect in one of my patients, a 
telephone operator, was that when she transferred 
the earpiece from one ear to the other, the nodule 
appeared on the other ear. She was forced to dis- 
continue her occupation. 

It is an interesting lesion from the standpoint 
of an occupational stigma. If one closely inspects 
the ears of telephone operators, one may find a 
small area of redness on the anthelix. When 
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presenting such patient in teaching, | ask the 
student to guess the occupation of the patient. 
This clue is invariably missed. A number of such 
Sherlockian questions can be employed in teaching. 
I may ask the student to thoroughly observe the 
patient and later ask if he can state the approxi- 
mate length of the patient’s eye lashes. 

Dr. Jacop H. Swartz, Boston: I would like to 
refer to another condition which, clinically, can- 
not easily be differentiated from the condition 
known as chondrodermatitis nodularis chronica 
helicis, which also occurs on the helix, and that is 
the nodule caused by the deposit of cholesterol, 
which can also be painful. I have seen some of 
these nodules operated on, unnecessarily. The pres- 
ence of cholesterol crystals in the contents of the 
nodule will help to differentiate the two conditions. 

Dr. LESLIE P. BARKER New York: I agree 
with Dr. Winer and Dr. Beerman, that the in- 
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flammatory process in lesions of the helix begins 
as a perichondritis, but there is always a spicule 
of cartilage or chrondroma that acts as a foreign 
body producing this inflammatory reaction, and the 
skin is involved, secondarily. 

I also agree with Dr. Klauder that tke nodules 
of the anthelix are primarily caused by pressure. 
If, however, one examines the contour of the ears 
of persons in the various age groups, it will be 
noticed that the anthelix generally becomes more 
prominent in older peoPle. This seems to be par- 
ticularly true in women. Just as in men the helix 
margin becomes sharper, more serrated, and the 
skin thinner, This may be partially due to the fact 
that men expose their ears more to climatic 
changes, but senescence also has an important role 
in the process. 

I believe these anatomical changes are largely 
responsible for the development of painful nodules 
of the ears. 


Headaches and Risks of Dermabrasion 


e 
HAROLD M. JOHNSON, M.D., Honolulu, Hawaii 


Dermabrasion is a highly technical sur- 
gical procedure used im the treatment of 
pitted acne scars, chicken pox and smallpox 
scars, scars of facial injury, senile and 
seborrhoeic keratoses, rhinophyma, and fine 
senile wrinkling of the face. This procedure 
has been in vogue since 1953 when Kurtin 1 
published his original paper, “Corrective 
Surgical Planing of the Skin.” The method 
has since been tried and accepted by many 
dermatologists. It has been favored to be 
a most effective modality in the treatment 
of cutaneous facial defects. 

We hear and read a great deal about the 
virtue and effectiveness of dermabrasion, 
but little is said about the undesirable side- 
effects and risks resulting from this pro- 
cedure. If the operation is successful, the 
patient is relieved and delighted with the 
improvement and is better for it psycho- 
logically as well as physically. However, 
there is not a physician who has performed 
dermabrasion who has not undergone pe- 
riods of remorse and anxiety because of 
unexpected and unexplained reactions, un- 
satisfied patients, and the grim possibilities 
of medicolegal consequences. 

In some areas, this cosmetic procedure 
has been adroitly publicized. The radio, 
television, and press, in the past, have been 
guilty of making excessive claims that dis- 
figuring scars and defects may now be 
removed completely by a simple, relatively 
painless and inexpensive procedure. A 
natidnal women’s magazine” bravely stated, 
“It is a quick and simple operation, you 
won't have to look far to take advantage 
of dermabrasion. From Seattle to Boston 
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to New Orleans more than 500 dermatolo- 
gists have been trained in the wonders of 
the dime-sized brush that erases flaws.” 
Another press release stated: “Today’s ac- 
cent on physical appearance your health 
and well being depend increasingly on sur- 
gery that once was considered sheer neces- 
sity.” Such statements certainly debase 
both the importance of the operation and 
the dermatologists. 


In 1955, Rattner and Rein ê editorialized, 
“The limitations of the treatment were not 
fully realized and inevitably the technique 
was both abused and misused, and most un- 
fortunate were,tke undufy glowing accounts 
of the treatments that appeared in some 
newspapers and popular magazines.” 


After several years, the steel wire brush 
and diamond studded fraisee are being used 
less and less. The patient is not as anxious 
as previously; the clinical results are not 
as dramatic. 


It has been six years since Kurtin pub- 
lished his original report... For several 
years afterward, dermatologists were be- 
sieged during their busy office practice for 
detailed data concerning dermabrasion. 
During the last two years, and especially 
this year, the ‘number of interested poten- 
tial patients has dwindled considerably. Is 
it because the results and physical discom- 
fort, cost and untoward reactions, have 
lessened the public interest in dermabra- 
sion? 

I believe most of the headaches of derma- 
brasion can be eliminated at the patient’s 
first office visit. If the patient evinces any 
doubt of the probable result or of the 
ability of the operator, it would be advis- 
able to refuse to perform the operation. I 
thoroughly explain dermabrasion to the 
prospective patient, including the preopera- 
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tive care, mechanical aspects, the operation 
itself and particularly the postoperative 
care. The infra-orbital edema and the hem- 
orrhagic crusts can be frightening to the 
patient. 

A careful selection of patients is ethical 
and wise. Burks * has listed three questions 
to be answered before dermabrasion is per- 
formed. 1. Will planing accentuate the 
defect? 2. Will the cosmetic appearance 
improve? 3. Will the all around results 
justify the procedure? I would add a fourth 
question, “Is the operation necessary ?” 


It has been unequivocally stated that 
dermabrasion is an accepted surgical pro- 
cedure for the removal of certain cutaneous 
defects. Dermabrasion has produced some 
improvement in every case; some more suc- 
cessful than others. The superior clinical 
result of pleased patient is certainly far 
more common than the adverse reaction of 
the disgruntled, or the dissatisfied, patient. 


“Every rose has its thorn” and derma- 
brasion is no exception. Its thorns grow 
in the form of unfavorable side reactions 
which plague every dermatologist who uses 
this technique. 


Untoward Reactions 


Hyperpigmentation.—This has been a 
difficult problem and sequela. It has been 
my practice to abrade the entire face, when 
needed, blending the abrasion into the tem- 
ple, preauricular areas, periorbital, and 
nasiolabial folds to avoid, as much as pos- 
sible, contrasting pigmentation. ° 


Ninety per cent of the patients treated in 
my office were Orientals, part-Hawaiians, 
or other pigmented races, and dark brunets. 
Almost all develop minimal to moderate 
pigmentation at the site of dermabrasion. 
The pigmentation was intensified at the 
lower infraorbital and temple areas and 
along the angles of the jaw, and, in some 
cases, was visible for three to eighteen 
months after dermabrasion. One patient 
developed mottled pigmentation and areas 
of leukoderma which were present two 
years after dermabrasion. 
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Sunlight, with its pigmentary stimulus, 
is undoubtedly important and is almost un- 
avoidable in Hawaii. Protective sunlight 
preparations, plus other well-known pre- 
cautionary measures, are advised. e These 
are only helpful temporarily. Fitzpatrick 5 
suggested the use of a broad spectrum 
sun-protective ointment, containing ß caro- 
tene, 50,000 units peg gram, titanium diox- 
ide, 5% and paraaminobenzoic acid 10%, 
in a water-washable base. Immediately 
after dermabrasion, the patient should be 
given daily 2 gm. of ascorbic acid by mouth 
to inhibit melanin formation. Twenty-five 
milligrams of cortisone should be given 
daily, to inhibit the pituitary melanocyte- 
stimulating hormone. When these three 
suggestions were followed in 25 consecutive 
cases, only minimal pigment inhibition en- 
sued. 

Personality Behavior.—Patients with ab- 
normal personality patterns, or those who 
attribute their inadequacies to the “scars 
of the soul,” 4 have given me more diffi- 
culty than those who accept their defects. 

Cases of “acne excoriée des jeunes filles” 
or the “pickers” are in this category. I 
abraded a 40-year-old woman who had been 
a chronic alcoholic. Her face was covered 
with numerous deep scars and crusts which 
resulted from incessantly picking and ex- 
pressing acne lesions with the aid of a 
magnifying mirror and dirty fingernails. 
Two days later, I received a telephone call 
from the patient who, in an alcoholic stupor, 
stated, “My face is a mess! I have 
scratched off all the dry crusts and what 
shall I do now?” Needless to say, I had 
my own answer to that question. Two 
months later, when inebriated, she stepped 
from the curb and was killed by an auto- 
mobile. Two other cases of neurotic excort- 
ation were abraded; one case refrained 
from picking, and the other case continued 
to pick. Burks* mentioned a patient re- 
ferred to him by a psychiatrist who thought 
that her mental state was due to her ache 
scarring. Two abrasions were performed 
on a cooperative patient. Three months: 
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later, a news item reported her suicide. 
This situation may be similar to the patient 
with a chronic neurodermite, who has kept 
his fixation neurosis limited to a small 
lichenified plaque on the neck. The derma- 
tologist “cures” his neurodermite; he sub- 
sequently develops schizophrenia. 


Eczematous Reactions.—A patch of der- 
matitis occurred in a*number of patients, 
usually appearing three to six weeks after 
dermabrasion. It consisted of a mild in- 
flammation, serous exudation, and scattered 
pustules; a slight pruritus was always 
present. A gradual disappearance of the 
inflammation and eczematous process oc- 
curred. Edelstein ê observed a patient who 
had developed an eczematous reaction one 
month following dermabrasion. One year 
later, the patient returned with an eruption 
which was identical to the original reaction 
and located precisely in the abraded area. 
No explanation for its recurrence could be 
given. 

The problem of erythema and fissure 
lines is not serious and is self-limited. Usu- 
ally, it lasts for only two to four weeks 
after dermabrasion. If necessary, the pink- 
ness which remains can be easily covered 
with a tinted foundation lotion. Burks +4 
believes that excessive freezing may accen- 
tuate the erythema; also the person’s sensi- 
tivity, color and pigmentation, race and age, 
play important roles. The fissure marks are 
the result of removing the crust before 
healing is complete. These lines are a 
source of worry only to the patient; they 
may disappear within a month. 


The development of hypertrophic scars 
and keloids has been reported following 
dermabrasion. Hypertrophic scars are a 
rare but a serious complication of the treat- 
nfent. Too deep an abrasion, or an unusual 
persistence of the postoperative crust, ma 
be significant. Pegum,’ in England, has 
encountered keloids in several patients. 
Hypertrophic scars should not be confused 
with keloids. Hypertrophic scars occasion- 
ally occur in areas over bony prominences 
. ‘where dermabrasion was deep. Belisario,® 
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in Australia, reported that hypertrophic 
scars have been observed by Rein, Blau, 
and Sirot. He has not seen them in his 
practice. 


Straus and Kligman® chose two Negro 
patients, one with a history of hypertrophic 
scar and one with keloid. The skin of the 
back was abraded in the usual manner. 
Both the subject with keloid and the other 
with hypertrophic scars subsequently de- 
veloped hypertrophic scars in the treated 
area. It is well known that the facial skin, 
in contrast to other areas, is richly seeded 
with pilosebaceous units: re-epithelization 
is rapid and healing takes place without 
clinical scarring. For this reason many 
dermatologists refuse to abrade areas other 
than the face. 

A questionnaire was sent to a number 
of dermatologists who have had extensive 
experience with this procedure. One of the 
questions aske: “How many of your cases 
developed hypertrophic or keloid scars fol- 
lowing dermabrasion?” One physician re- 
ported that.he would estimate the incidence 
of hypertrophic scarring at about 5% in a 
series of over 2,000 dermabrasions. He 
had seen keloidal changes in about five 
cases of his own. He had heard of others 
and had seen several cases of other physi- 
cians. Another dermatologist stated he had 
“produced” about 10 hypertrophic scars 
and had seen them in others. He had pro- 
duced them frequently on .body surfaces, 
chest, areas of back, and neck and had 
discontinued abrading these areas for all 
conditions except tattoos. More important, 
he had produced them on the face, on sides 
of the chin, but also on the chin, cheeks, 
and forehead. They have occurred after the 
first abrasion and after subsequent opera- 
tions, and in all age groups. He at one 
time felt that they were more commonly 
produced in older patients; now he is not 
so certain. The possibility of hypertrophic 
scars and keloid changes is an ever present 
menace. It might be wise to consider any 
patient with hypertrophic scars a poor risk 
for dermabrasjon. I am sure that many of 
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us will sleep better and develop fewer 
gastrointestinal ulcers if we do so. 

Milia may appear five to six weeks after 
dermabrasion. Milia are produced by new- 
ly formed dermal appendages; these dis- 
appear in time, or can easily be evacuated 
by a small needle or by an abrasive stone. 
These small pinhead cysts are of little con- 
sequence and produce only a minor disturb- 
ance to the patient. 


Medicolegal Complications 


In many sections of the United States, 
medical law suits are alarmingly on the 
increase. Newsweek reports? that some 
5,000 cases are now being tried each year, 
with thousands of others settled out of 
court. Since 1950, one out of every thirty- 
five doctors insured under the New York 
State Medical Society’s group insurance 
plan has been sued* for malpractice. In 
1959, the percentage rate will have in- 
creased. In some localities, malpractice 
claims have been so frequent that any pa- 
tient with a less than perfect end-result is 
a potential malpractice claimant. A majority 
of all malpractice suits filed are without 
reasonable merit. The adoption of a mal- 
practice action does not suggest that the 
claim has merit, for any patient may bring 
such an action against any physician who 
has attended him professionally. Unfortu- 
nately, the physician who is the target of 
the accusation is damaged by the fact that 
a suit is filed. 

We are, as physicians, practicing in a 
society where emphasis is no longer placed 
on character but on survival. We have 
seen the “chronic complainer” proposi- 
tioned by unscrupulous lawyers. Every city 
has its share of “gold fever” lawyers; un- 
fortunately, these characteristics are not 
limited to the law, as there are a few in 
the medical profession also. These un- 
scrupulous physicians have been known to 
lie on the witness stand to enable the jury 
to render a favorable verdict to the patient. 
In the eyes of the public, the doctor is 
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guilty until proved innocent. It is easy to 
accuse; it is difficult to defend. 

I am sure that all of us who perform 
dermabrasion surgery have at some time 
wondered if a certain patient woutd file 
suit. This is, to me, one of the real “head- 
aches” of dermabrasion. Not all patients 
are pleased with the end-result; nor can 
perfect results alway$ be achieved. If it 
were so, then there would be, of course, no 
malpractice claims. 

Sadusk 4 has reviewed a series of mal- 
practice claims in California, indicating that 
surgical claims accounted for 68% of all 
malpractice claims. Several claims averaged 
over $200,000. Three years ago, a $290,000 
settlement of a malpractice suit was ap- 
proved by a federal judge in California, 
where malpractice litigation is considered 
an important occupational hazard by the 
medical profession. 

A New York dermatologist has examined 
five cases of postdermabrasion scarring for 
the New York State Medical Society at- 
torneys. The patients involved were en- 
gaged in litigation against a respectable 
physician. The examining dermatologist 
was himself being sued by two former 
patients. There are similar cases appearing 
in various parts of the country. 

The dermatologist must know and take 
advantage of every legal measure to protect 
himself against the unjustified claims of 
malpractice. It is foolhardy for any physi- 
cian to be ignorant of, or careless of, mal- 
practice prophylaxis. Good medical practice 
in itself is not sufficient; the physician must 
be able to defend his action by proving 
what he has done. 

The physician’s statement, “I can fix that 
scar on your face so that nobody will know 
it was there,” is an express promise, and 
failure to make good will lay him open to 
successful suit based on his failure to carry 
out his promise, regardless of whether or 
not he was in any way at fault. Such state- 
ments are, it is necessary to note, highly 
dangerous and ill advised. 

The problem of medical lawsuits has 
become increasingly severe during recent 
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years. The rise in incidence of claims has 
resulted in a corresponding increase in mal- 
practice premiums for insurance coverage. 
Insurance carriers may be in a position to 
argues that the question will not be how 
much a physician has to pay for insurance 
coverage, but whether he can obtain cover- 
age at any price.!! 


Consent to Operttion.—The physician 
must at all times obtain from the patient, 
or from someone legally responsible for the 
patient, a written legal permission to per- 
form the operation. The document is not 
fool-proof, but it is extremely helpful in 
contemplated litigation suits. The document 
should state that the physician should keep 
in mind that he must exercise the degree of 
care, diligence, and judgment commonly 
and ordinarily exercised by other reputable 
members of the profession in similar opera- 
tions. I have spoken to several dermatolo- 
gists who have not, in the past, taken this 
precautionary measure. 


Photographs.—Photographs, before and 
after dermabrasion, are necessary to protect 
the physician against the doctrine of res 
ipsa loquitur, “the thing speaks for it- 
self.” 1? Sometimes situations arise in 
which injuries would not normally occur 
at all unless someone had been at fault. In 
such cases the courts invoke the doctrine of 
res ipsa loquitur. When the rule is applied 
to dermabrasion, it is no longer necessary 
for the patient to prove the physician’s 
negligence; hence it becomes the physician’s 
burden to prove his innocence of wrong 
doing. Photographs can be important evi- 
dence. I am informed that the medical pro- 
fession is already retrenching its position 
regarding therapeusis, forgoing many use- 
ful techniques for fear of imposition by 
çourt and jury of liability without fault, 
through the doctrine of res ipsa loquitur. 
It has been said that the medical profés- 
sion cannot be asked to underwrite the cost 
of the advancement of medical science at 
the risk of financial ruin. 


Rattner and Rein have accurately sum- 
* marized the results of dermabrasion, “In 
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general the majority of patients are sati 
fied with the results; occasionally, the r 
sults are more pleasing to the patient th: 
to the physician. Unfortunately, not eve 
patient with acne scarring can be helpi 
sufficiently, but if particular care is exe 
cised in the selection of the patients, 

great deal of good can be done for a gre 
many cases, cosmetically as well as em 
tionally.” In conclusion, dermabrasion 

a technique which is here to stay. Its a 
vantages and disadvantages are well know 
Every physician who performs the oper: 
tion must be cognizant of the headach 
and risk involved and must take precai 
tionary measures to protect himself ar 
his family from financial disaster. 


Summary 


The radio, television, and the press hav 
in the past, glorified „this operation, givin 
the impressfofi that any patient who has 
cutaneous defect can be benefited. No mer 
tion is made of the dermatologist’s careft 
selection of patients who, he believes, wi 
be improved by dermabrasion. 

The untoward reactions are a constar 
problem in a certain small percentage c 
treated patients. Hyperpigmentation, kí 
loids, and hypertrophic scars are majc 
obstacles. Emotionally disturbed patient 
are difficult to treat. They are unpredic 
able during and after operation, and, in m 
experience, have continued: to pick the de 
fects. 

Medical malpractice lawsuits are alarn 
ingly on the increase. It is important thz 
every dermatologist familiarize himself wit 
legal interpretation of what does and whz 
does not constitute malpractice. It must b 
remembered that the best public relation 
man for the doctor is the doctor himseli 
His best booster is the satisfied patient. 

Dermabrasion as a surgical procedure i 
here to stay. If each case is carefully eval 
ated and selected, many patients can b 
considerably benefited. 


368 Young Building (13). 


Vol. 81, Jang 196 


HEADACHES OF DERMABRASION 


REFERENCES 


1. Kurtin A.: Corrective Surgical Planing of the 
Skin: New Technique for Treatment of Acne 
Scars and Other Defects, A.M.A. Arch. Dermat. & 
Syph. 68 :389-397 (Oct.) 1953. 

2. Honor E.: Cosmetic Surgery, Cosmopolitan 
Magazine, pp. 28-31 (Aug.) 1956. 

3. Rattner H., and Rein C. R.: Treatment of 
Acne Scars by Dermabrasion, J.A.M.A. 159 :1299- 
1301 (Nov. 26) 1955. 

4. Burks, J. W.: Wire Brush Surgery, Spring- 
field, Ill., Charles C Thomas, 1956. 

5. Fitzpatrick, T. B.: Personal communication 
to the author. 

6. Edelstein, A. J.: Recurrent Reaction Follow- 
ing Dermabrasion. A.M.A. Arch. Dermat. 73:71-72 
(Jan.) 1956. 

7. Pegum, J. S.: Dermabrasion, Proc. Roy. Soc. 
Med. 50:607 (Aug.) 1957. 

8. Belisario, J. C., and Havyatt, M. T.: De- 
pressed Scars and Other Cutaneous Blemishes : 
Abrasive Treatment (Dermabrasion) with Revolv- 
ing Steel Wire Brush Technique, Brit. J. Phys. 
Med. (June) 1956. 

9. Straus, J. S., and Kligman, A. M.: Acne- 
Observations on Dermabrasion and the Anatomy 
of the Acne Pit, A.M.A. Arch. Dermat. 74:397- 
403 (Oct.) 1956. 

10. Newsweek Magazine, July 11, 1955. 

11. Sadusk, J. F., Jr.: Analysis of Professional 
Factors In Medical Malpractice Claims, J.A.M.A. 
161 :442-446 (June 2) 1957. 

12. Regan, L. J.: Malpractice and the Physician, 
J.A.M.A. 147 :54-58 (Sept. 1) 1951. 


ABSTRACT OF DISCUSSION 


Dr. HERBERT RATTNER, Chicago: Ordinarily, it 
is the custom in this society for the first discusser 
to tell the essayist how much he enjoyed his paper. 
I am unable to do so, for Dr. Johnson nearly scared 
me to death with his account of on com- 
ments and complications. 

I have planed a number of cases in the past few 
years, and I admit to some anxiety on, occasion 
but not to remorse. I cannot recall any case in 
which I had a feeling of remorse. As I listened 
to Dr. Johnson, I could not decide whether I live 
a charmed life or in a fool’s paradise for I have 
not encountered the troubles he mentions. Hyper- 
pigmentation has been a minor problem in only 
one case, but, of course, in Chicago we do not 
have the relentless downpouring of nothing but 
sunshine the year around. 

I have not observed leukoderma, nor have I 
observed eczematous reactions. Hypertrophic scars 
have been seen but once in my practice, in a woman 
with very early roentgen changes on the chin; a 
skin that I would not plane today in the light of 
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that experience. I have seen a ‘keloid only once, 
not in my practice, but one produced from planing 
by a plastic surgeon who did not use the method 
as it is practiced by most dermatologists. He used 
a combination of knife surgery and a wire brush. 
Because the keloid was a wide, ugly one and very 
prominent, I treated it by dermabrasion and got a 
fairly nice result. 

Dr. Johnson tells of one dermatologist who pro- 
duces scars in a high percentage of his cases, and 
keloids in five. This man planes the chest, the arms, 
the back, and he employs planing for tattoo, none 
of which is practiced by discerning dermatologists, 
I believe. I wonder whether, in such a case, criticism 
of dermabrasion is justified. 

Dr. Johnson has done well to stimulate discussion 
of this ugly business of medicolegal responsibility 
and our reaction to it of fear. What a sad situation 
when a man is in a position to do a person a great 
deal of good but is afraid to because of unjust 
medicolegal suits. 

Dr. Johnson used the term res ipsa loquitur, or 
the thing speaks for itself. He says that, already, 
medical men are beginning to withhold useful 
therapy because of fear of unjustified law suits. 
That, too, in a way speaks for itself. If we are 
to be coerced into withholding good treatment, it 
is the public that will bear the consequences. We 
are now at the stage where we should no longer 
sit back and do nothing. I do not mean to vent 
spleen, but perhaps in informal but effective ways 
we could accomplish some good, 

We could, for instance, deliberately raise the sub- 
ject with intelligent patients, friends, and acquaint- 
ances and point out to them that it is they who 
have most to lose in the long run if doctors are 
forced to become timid with therapy. 

The subject is one that concerns all of us, and 
Dr. Johnson has done a service to bring it out into 
open discussion. 

Dr. Ervin Epstern, Oakland, Calif.: I agree 
with what Dr. Johnson has said. He has done a 
great service by bringing this before us. 

The subjects of dermabrasion and malpractice 
are two that have interested me for a long time. 
While one must consider the risk involved in any 
procedure, most suits result because of the patient 
rather than the procedure. 

A recent experience will illustrate the point. An 
intelligent patient had a massive reticulum-cell sar- 
coma on the arm. It receded completely with 
radiotherapy. About the time it disappeared, the 
pafient developed a sciatica. Roentgenographic 
examination revealed widespread osseous metas- 
tases. Histopathologic examination of a specimen 
removed from her clavicle showed an adenocar- 
cinoma arising in the kidney. 

The son, who is an intelligent man, explained 
why they were dissatisfied with the x-ray therapy. - 
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He said a nurse ‘explained to him why his mother 
had died. When the tumor was there, the explana- 
tion ran, the poisons were going through the tumor, 
but when the tumor was cured, the poisons could 
not escape from the body so they killed the patient. 
It is from things like this that law suits develop. 

In most instances, cosmetic planing attracts a 
peculiar breed of person. These are persons who 
magnify their cosmetic defects out of all reasonable 
proportion to the morphologic changes. They can- 
not be satisfied with regssurance that their defect 
is less than horrifying to the public in general. 
They cannot comprehend that the average person 
does not even notice his scars, and, if he does, he 
pays no particular attention to them. 

However, these subjects are so obsessed with the 
importance of their pits and ridges that they will 
gladly pay any price, make any sacrifice, or suffer 
any discomfort for this procedure that has been 
oversold to them by an over-enthusiastic lay press. 
They seem to have the conception that if they 
submit to planing, they will be forgiven for the 
sins that supposedly caused their acne in the first 
place, and for their weakness in picking at the 
pimples. I believe that one could plane more than 
50% of these patients without any anesthesia at 
all—though, of course, I cannot prove this. 

On the other hand, peculiar as they may be, these 
patients are seldom suit-minded. Many times, when 
I see a patient who has been planed, I mentally 
cringe. The improvement may be minimal, and, in 
fact, in many instances, the disfigurement is at 
least temporarily compounded. Yet most of these 
patients are as happy as larks with their results. 


In an attempt to further minimize the medicole- 
gal risks, I have adopted one precaution that may 
be helpful. After frankly discussing the limitations 
of dermabrasion, I routinely give the patient a 
Thermofax sheet, repeating what I have said and 
including warnings about the limited benefit to be 
expected. Then, the patient cannot claim that he 
was unaware that he would not end up with a new 
face, or that the promised results were greater 
than those obtained. 

Despite the fact that a San Francisco derma- 
tologist recently lost a good-sized suit because of 
postplaning pigmentation, this procedure entails 
probably no greates legal risk than many others 
that we perform daily. If we were to discontinue 
every procedure that ever led to a law suit, we 
should soon be practicing medicine at the Civil War 
level. 

Dr. J. WALTER Witson, Los Angeles: In my 
experience with dermabrasion, I have been guided 
by one thought, so far successfully: I do five 
times as much “explaining” as I do planing, 

' Dr. Lours H. Winer, Beverly Hills, Calif.: 
Occasionally, a patient with scars from neurotic 
. excoriations requests planing. To prevent any un- 
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satisfactory result an area on the buttocks is 
planed as a test site, and if this results in hyper- 
pigmentation or an unsatisfactory scar I refuse to 
plane the scarred areas. 


Dr. SAMUEL Ayres, III, Los Angeles: I, too, 
think that Dr. Johnson has performed a very real 
service in bringing these things to our attention 
forcefully. 


I believe that anyone who has been interested 
in planing for some time is well aware of the 
potential dangers and contraindications, Those of 
us who have had the responsibility for teaching 
planing at the Academy have certainly stressed 
the complications, contraindications, and the proper 
selection of patients, in order to disabuse any of 
those who attended the course of the notion that 
the use of this modality automatically insured 
miraculous results. It is desirable to have the possi- 
ble complications included as part of a printed 
sheet explaining the procedure. Then, prior to 
surgery, the patients sign a surgical consent form. 
When they come to the part in which it states 
“The possible complications have been explained 
to me,” and they say, “What complications?” you 
realize you have not explained it to them ade- 
quately; so you sit down with them immediately 
before surgery and go through it all over again. 
It is a useful way of being sure that they under- 
stand very thoroughly the limitations of the pro- 
cedure. 


Certainly, the question of adequate photographs 
is, I think, extremely important. It is simply 
amazing how short most persons’ memories are in 
that they cannot recall how they looked before the 
planing. One senses, perhaps four to six weeks 
afterwards, whether the patient is really pleased 
or disappointed. Sometimes, in cases which I feel 
have been improved outstandingly, I sense that the 
patient is a little disappointed, until I bring out 
the original preoperative photographs. Then, they 
exclaim over the fact that they did not realize their 
scars were that bad. I find it highly desirable to 
have both black and white photographs taken by a 
professional photographer familiar with clinical 
photography and also close-up color transparencies, 
which I take, thus serving as a double check. 


In regard to hypertrophic scars, I think it is 
inevitable that a certain small percentage of them 
will occur. Fortunately, most of them are small and 
localized, and, in my experience, respond very well 
to x-ray. Frequently, I think, they spontaneously 
improve, as well. If the acne scarring is relatively 
severe in the first place, then small localized hy- 
pertrophic scars do not, in my opinion, constitute 
disaster. On the other hand, any undesirable result 
from planing of a patient who has minimal scarring 
and a “microscopic eye,” as the late Dr. Charles 
Rein put it, can constitute a problem. 
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In the event of complications, besides doing 
everything one can to correct the situation, it is 
important that the patient not feel rej ected, and 
that he be given as much encouragement as possi- 
ble. 

Dr. Water R. NicxeL, San Diego, Calif.: I 
spoke to Dr. Johnson at breakfast and told him I 
wanted to discuss his paper. There has been a lot 
of comment about hypertrophic scarring or keloids 
following planing, and a good many people say 
they have not seen any. The late Dr. Charles Rein, 
two or three years ago, rather apologetically asked 
me about some pictures I had on a case. I think 
he felt it was my case, but fortunately it was not. 
It was a case planed by a plastic surgeon, who, 
following the planing, put on a tannic acid dressing. 
He left this dressing in place for ten or twelve 
days before he took it off. I would like to show 
you the pictures. 

This girl was of the same tense emotional state 
of most of the patients who want to be planed. 

The suit for the hypertrophic scars was settled 
out of court for a sizable sum. 

Dr. Harotp M. Jonnson, Honolulu, Hawaii, 
(Closing): I wish to thank the discussers. Dr. 
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Rattner certainly is not an alarmist and neither 
am I, but I shall be conservative in the future. I 
think the proof of the pudding seems to be the 
pictures that Dr. Nickel presented. They speak for 
themselves, in so many words. i 

Nuisance suits certainly are common occurrences, 
and we hear about them all the time. The physician 
can practice technically perfect medicine and still 
be sued for malpractice, as you know. To prevent 
these nuisance suits, the intelligent cooperation of 
the doctor and the patieng is essential. The patient 
must realize that nothing is absolutely safe, that 
almost every procedure and treatment carries an 
element of risk. Remember, 70% of the suits that 
we hear about are unjustified and ridiculous. 

It is interesting to note that the suit-prone patient 
has an average IQ rating of 10 points less than 
the non-suing patient. It has been revealed that they 


visit their doctor more often, they change doctors 


frequently, they blame their doctors and nurses 
for trivial things, and they have a record of law 
suits against department stores, transit companies, 
neighbors, friends, and relatives. 

The bulk of malpractice suits are preventable, 
possibly by giving them, as Dr. Ayres and Dr. 
Epstein said, kindness, sympathy, and understanding. 
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Postoperative (Pressure) Alopecia 


ROBERT R. ABEL, M.D., and GEORGE M. LEWIS, M.D., New York 


Acomia unaccompanied by atrophy or 
scarring may occur ‘from known systemic 
or local factors, or the cause may be ob- 
scure. Several types of traumatic defluvium 
are recognized. These include acute, direct 
evulsion of the hair, and a chronic traction 
type which sometimes leads to permanent 
baldness,** as in alopecia marginalis and in 
“pony-tail” alopecia. Alopecia considered 
due to pressure, may occur over a scalp tu- 
mor such as a sebaceous cyst. A severe blow 
to the scalp may be followed by usually 
temporary depilation localized to the area 
of trauma; the nutrition of the area may 
be disturbed owing to hemorrhage, or the 
follicle itself may be damaged. Trauma 
leading to scarring will, of course, cause 
permanent alopecia. ) 


Temporary loss of hair has been ob- 
served among workers of a synthetic rub- 
ber factory. This was attributed to contact 
with airborne short chain polymers of 
chlorobutadiene. Similar compounds have 
also caused hair loss in experimental 
animals. The depilatory action of these 
compounds is considered due to the sulfhy- 
dryl-inactivating properties of the —C—=C— 
groups present in them. Histopathologic 
study revealed hyperkeratosis and empty 
follicles, but no evidence of degeneration 
or necrosis. 


Temporary baldness following use of cold 
wave preparations was reported by Reiches 
and Lane. The active ingredient reputedly 
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causing this effect was ammonium thiogly- 
colate. 

Sutton? “saw an occipital pressure sore 
in a woman who had undergone operation 
for retinal detachment, following which she 
lay recumbent with noteworthy obedience 
and resignation.” 


Present Study 


Recently we have observed a series of 
cases of a distinctive type of alopecia in 
which a special kind of trauma, i.e., long- 
continued pressure, seemed to be responsi- 
ble. Í 

Our clinieał material consists of the find- 
ings in eight women who appeared on first 
examination to have alopecia areata. All the 
patients had had recent operations on our 
gynecological service. They ranged in age 
from 24 to 51 years old, with an average of 
40. They had all undergone long pelvic 
operations, usually in Trendelenburg posi- 
tion, and often with a fall in blood pressure 
during the procedure. Orotracheal airway 
was the commonest means of anesthesia. The 
alopecia occurred in approximately the same 
area in every patient, localizing in the re- 
gion of the vertex and usually over its most 
prominent’ convexity. Five of the eight 
patients noted swelling and exudation of the 
scalp over the vertex shortly after the op- 
eration, and usually within two days. Some- 
times there was pain and tenderness. The 
discharge was watery and light yellow, and 
after a time it would form yellow crusts. 
In the course of a week, the symptoms 
would abate. Hair loss occurred in from 
3 to 28 days. The alopecia affected that 
area, and only that area, that had been the 
site of the previous symptoms. The deflu- 
vium would occur asymptomatically and 
quite rapidly, often within a day. Some- 
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times the patient would awake, find hair 
on the pillow, and discover the bald spot 
herself. In other instances the patient never 
knew she had alopecia until someone told 
her of it. Three patients noted no scalp 
symptoms before the alopecia. It is possible 
that these patients were not aware of scalp 
discomfort during the postoperative period 
because their poor condition necessitated 
heavy doses of analgesics and sedatives. 


Report of Cases 


Case 1—A 47-year-old Negro woman under- 


went a radical hysterectomy for endometrial adeno- 


carcinoma. The anesthesia was administered by 


endotracheal tube. During the operation, which 


lasted seven and three-quarter hours, several epi- 
sodes of hypotension occurred, and she received 
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Fig. 1.—Postoperative 
acomia. Case 6. A, six 
days after operation with 
edema and crusts. Hair 
began to fall the next 
day. B, same patient af- 
ter 52 days with complete 
alopecia. C, same patient 
after 96 days with some 
regrowth of hair in bald 
area. Complete regrowth 
later occurred, as with 
patients. D, 
Case 3, oval-shaped area 
of complete alopecia 45 
days after operation. 


the other 


2,000 cc. of whole blood. On the first postoperative 
day she noted a painless, exudative swelling over 
the left This gradually became coated 
with yellow crusts. Within a week the hair in this 


occiput. 


area epilated upon combing, leaving a patch of 
complete baldness. Examination revealed a circinate 
total 
diameter over the left occiput. 


approximately 4 cm. in 
The 


The remainder of the scalp was 


area of alopecia 
center was 
hyperpigmented. 
normal. Eleven weeks after operation, a vigorous 
hair had appeared. Biopsy revealed 


atrophic, superficially located follicles. There wds 


regrowth of 
a marked obliterative vasculitis in the deep cutis 
adjacent to the fat. 


CasrE 2.—A 24-year-old white woman had uterine 


myomata and menorrhagia, for which myomec- 
tomy was performed. Anesthesia was administered 
by mask and an oral airway. The operation lasted 
five hours, during which she received 1,000 cc. of 


blood as replacement. On the first postoperative 
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day she noted two adjacent, tender masses in her 
scalp over the vertex. These areas soon became 
confluent. After 14 days the tenderness and in- 
flammation had vanished, but she discovered a 
patch of alopecia in the same site. On examina- 
tion, ah area of total alopecia 7X4 cm. was noted 
over the lower central vertex. The involved skin 
was otherwise normal. The remainder of the 
scalp was unremarkable. Regrowth of short strong 
hairs was first noted after eleven weeks. Biopsy 
at the time of regrowth showed normal follicles. 
An old vasculitis was present in the deep cutis, 
with occluded vessels and a mild perivascular in- 
flammatory reaction. 

Cas—E 3—A 46-year-old white woman with 
myoma uteri underwent a hysterectomy. The op- 
eration lasted five hours, during which the patient 
was mainly in the Trendelenburg position. During 
the operation there were 45 minutes of severe 
hypotension, and the estimated blood loss was 
3,940 cc. A regular mask was used to give anes- 
thesia. Two days later she noted that exudation 
from over the vertex was staining her pillow 
yellow. The formation of crusts followed. After 
two weeks she washed her hair and immediately 
thereafter noted a patch of alopecia in the same 
region. Examination revealed an 8X4 cm. area of 
almost complete alopecia over the central vertex. 
Irregular regrowth was first noted after 76 days. 
Biopsy showed atrophic and superficially located 
follicles. In the mid and deep cutis the vessels were 
undergoing severe occlusive-degenerative changes. 
Mononuclear cells extended into the fat. 

Case 4.—A 43-year-old white woman with stage 
l carcinoma of the cervix underwent a radical 
hysterectomy lasting six and one-half hours. She 
was in Trendelenburg position most of the time. 
Anesthesia was administered via endotracheal tube. 
Blood loss was estimated at 1,675 cc. Severe hypo- 
tension was recorded for one hour and forty-five 
minutes. No scalp symptoms were noted by the 
patient. Three weeks after operation, her surgeon 
noted a patch of alopecia over the left vertex. 
Five weeks later regrowth of hair was apparent. 
When first examined nine weeks after the opera- 
tion, an area over the left vertex, 74 cm., con- 
tained grayish hair over 1 cm. in length. The re- 
mainder of the scalp was normal. Biopsy was not 
done. 


e Case 5.—A 51-year-old white woman, a para- 
noid schizophrenic, was found to have myomata 
uteri. Her five-hour operation consisted of hyster- 
ectomy with bilateral salpingo-oophorectomy. An- 
esthesia was administered by an endotracheal tube. 
There was only slight hypotension during the 
operation and minimal blood loss. The patient was 
in Trendelenburg position during most of the 


operation. She had no symptoms referable to her 


scalp immediately postoperatively. On discharge 
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from the hospital 13 days after the operation, hei 
son noted an area of alopecia over the left lowe: 
vertex. Examination 51 days after the operatior 
revealed a 3X2 cm. area of baldness over the 
prominent convexity on the left lower vertex. Ir 
the patch there were a few scattered strong hairs, 
5 mm. in length, with a completely diffuse barely 
visible regrowth. Subsequently, normal return of 
hair occurred. Biopsy at 51 days showed the vessels 
of the deep cutis undergoing fibrosis and organiza- 
tion. Pigmentation was prominent in the old fibrotic 
areas. The follicles were atrophic. No inflamma- 
tory reaction was present. The impression was an 
organized vasculitis. 

Case 6.—A 34-year-old Negro woman under- 
went a myomectomy for multiple myomata. The 
operation occupied six and one-half hours, during 
which the patient was mainly in the Trendelen- 
burg position. An endotracheal tube was used for 
administering anesthesia. There was neither sig- 
nificant blood loss nor hypotension. In the recovery 
room the patient complained of tenderness of the 
occipital scalp and of headache. A few hours 
later the hair felt wet, and a yellow exudate was 
discovered. Five days after the operation she noted 
that her scalg over the “central lower vertex felt 
numb and “different.” Seven days after the opera- 
tion, this area of the scalp was slightly boggy, 
and some crusts were present. The hair appeared 
normal and was firmly attached. Biopsy was 
taken of this area. Two days later a patch of 
almost total alopecia approximately 3 cm. in di- 
ameter had appeared. This was surrounded by 
hair that was easily epilated manually. Two days 
later the area measured 5X8 cm. Biopsy showed 
a mild vasculitis in the deep cutis with disruption 
of the vessel walls and perivascular lymphocytic 
reaction. A panniculitis was also present, with 
homogenization of the fat and lymphocytic in- 
filtration. 

Case 7.—A 39-year-old Negro woman had a 
total hysterectomy and bilateral salpingo-oophorec- 
tomy for myomata uteri. The elapsed time was 
five hours. She received 1,500 cc. of whole blood 
as replatement. An endotracheal tube was used 
to administer anesthesia. There were no scalp 
symptoms until 17 days postoperatively, when, af- 
ter her first shampoo since hospitalization, she 
noted a patch of alopecia over her central vertex. 
Examination disclosed a 6X6 cm. area of total 
alopecia ovef a prominence on the central vertex. 
At 54 days a healthy growth of short hair was 
observed, Biopsy done at the time regrowth was 
present showed obliterative vasculitis involving all 
levels of the dermis. The follicles were fairly 
normal. A moderate perivascular lymphocytic in- 
filtrate was present. 

Case 8—A 39-year-old white woman had a 
pelvic operation lasting four and one-half hours 
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for an ovarian cyst and adhesions. Anesthesia 
was given with an orotracheal tube. There was 
blood loss of 1,100 cc. but no hypotension. Four 
days postoperatively she noted a crusting, non- 
tender area over the central vertex. After six days 
the site was noted to be boggy and swollen. At 
ten days, examination revealed a 4 cm. patch of 
complete alopecia which was uninflamed. The re- 
mainder of the scalp was normal. After one month, 
good regrowth of hair was apparent. Biopsy was 
not done. It is of interest that six months previ- 
ously she had had three serious pelvic operations 
within a period of three weeks. The first was a 
total hysterectomy, the second was lysis of a band 
obstructing the small intestine, and the third was 
lysis of adhesions and repairs of traumatic enterot- 
omies. During much of this time she was mori- 
*bund. Eight weeks after the last operation, while 
still in the hospital, a patch of alopecia 1.5 cm. 
in diameter was observed over the vertex. There 
was no history of preceding inflammation. Oc- 
casional short hairs were present. Wood’s light 
and culture for fungi were negative. Regrowth 
of hair started four weeks later. 


Histopathology, , 


Biopsy was done on the scalp areas of 
six out of the eight patients. The epidermis 
was normal with no evidence of contact der- 
matitis. The striking characteristic was a 
moderate to severe obliterative vasculitis 
and degeneration of the vessels of the deep 
corium and the superficial fat. Sometimes 
these changes extended into the mid and 
upper corium. In two sections panniculitis 
of moderate intensity, and in two others 
moderate perivascular lymphocytic infiltra- 
tion, were noted. The follicles were vari- 
ably affected, depending on the stage of 
hair loss or regrowth. They wete atrophic 
and superficially located in cases when the 


biopsy was taken from a hairless scalp. 
When regrowth was occurring, the follicles 
appeared to be normal. i 


! 


Differential Diagnosis 


The presence of an exudative and later a 
crusted eruption immediately following op- 
eration might suggest pyoderma, kerion, 
seborrheic dermatitis, contact dermatitis, or 
herpes. Wood’s light examination, bac- 
terial and fungus cultures, and a careful 
history for new scalp applications would 
be useful diagnostic procedures. The strict 
localization to the vertex following a 
lengthy operation and the lack of prior his- 
tory of scalp disease would help to indicate 
the correct diagnosis. 

After the defluvium there is a close 
clinical resemblance to alopecia areata. Dif- 
ferentiation would be impossible from in- 
spection if the area of baldness were located 
over or near the vertex. The history of 
the development of the two disorders is 
helpful. Alopecia areata has no prodro- 
mata, while postoperative alopecia is pre- 
ceded by a lengthy operation, and is usually 
followed shortly thereafter by swelling, 
exudation, crusting, and sometimes by ten- 
derness of the scalp. Occasionally there is 
hyperpigmentation of the hairless area. In 
postoperative alopecia, regrowth of hair 
occurs promptly, much faster than usually 
observed in alopecia areata. Alopecia mar- 
ginalis has a different localization, there is 
history of a tight coiffure, and atrophy may 
be present. 

Histopathologically, the obliterative vas- 
culitis found in postoperative alopecia has 


Pertinent Data on Eight Patients with Postoperative Alopecia 








Length of Hair Loss Regrowth 
Operation, First Noted, Noted, 
Patient Age Hours Scalp Symptoms Days Days Biopsy . 
1 47 7+ Vesicles, crusts y 3 62 Obliterative vasculitis 
2 24 5 Tenderness, erythema, edema, crusts 14 77 Vasculitis 
3 46 5 Exudation, crusts 14 76 Obliterative vasculitis 
4 43 6+ None 28 56 No 
5 51 5 None 13 51 Fibrosis of deep cutis & vessels 
6 34 6+ Pain, exudation, edema, crusts 9 80 Vasculitis; panniculitis 
7 39 5 None 17 54 Obliterative vasculitis 
8 39 4+ Crusts 10 28 No 
Average 40 DR ` ene 13+ Bie ii stem 
Se E 
Abel—Lewis 


not been described in other types of alo- 
pecia. Van Scott mentioned that he had 
observed perivascular connective tissue de- 
generation in alopecia areata. Atkinson ™ 
agrees with others that in alopecia areata 
there is commonly a perivascular and peri- 
follicular inflammatory reaction consisting 
of lymphocytes and histiocytes. In some of 
our cases of postoperative alopecia the hair 
follicles were observed high in the corium. 
This also is seen in alopecia areata. The 
panniculitis in two of our cases might be 
also considered distinctive. 


Histogenesis 


It should be mentioned again that the 
site of alopecia was the same in all eight 
patients. This was in the region of the 
vertex. Because of the hyperextension of 
the neck necessary for maintenance of a 
patent airway, this is the area on which 
the head rests during operation. Patch tests 
to substances that might have been con- 
tacted during operation showed no abnor- 
mal reactions. The agents used in testing 
included two types of detergents (pink and 
white Solventol), one disinfectant (Osyl), 
and rubber from the covers of the operating 
room pillows and anesthesia mask straps. 
There were two slightly positive reactions 
to 1:100 dilution of pink Solventol. No 
positive reactions were observed in any of 
the other test sites. None of the patients 
wore hair pins, buns, or braids at the time 
of operation. Their heads were wrapped in 
towels held in place by tape over the fore- 
head. One patient (Case 8) gave a history 
of a previous episode of alopecia, possibly 
of the same type as herein reported, since 
that also occurred after operation. A 
closed or semiclosed system was used in 
all cases, thus eliminating the possibility of 
pools of anesthetic on the pillow. Five 
different anesthesiologists administered the 
anesthetics. Induction was by pentothal or 
by nitrous oxide, with maintenance by ether 
or a mixture of ether and cyclopropane. 


Evidence implicates a pressure-induced 
vascular factor as responsible. During op- 
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eration the patient's head is motionless. 
When the patient is intubated, as in most 
lengthy operations, the head is not moved 
by the anesthesiologist. The head, with a 
weight of 13 to 15 pounds, rests on the 
same area of the scalp during the whole 
operation. This force is increased by the 
Trendelenburg position customary in gyne- 
cological operations and sometimes by the 
weight of the anesthesiologist’s hand. It is 
postulated that this downward force local- 
ized to one area tends to occlude the normal 
dense vasculature of the scalp in this region. 
The result is an obliterative vasculitis. 
Anoxia due to blood loss during operation 
and the hypotension that occurred in some 
of the cases also would contribute to the 
circulatory insufficiency. Hypovascularity 
results in temporary cessation of follicle 
activity, with loosening and finally epilation 
of hair after from 9 to 21 days. When the 
circulation becomes normal again, follicle 
activity resumes and hair returns. 


Animal Experiments 


Our first attempt to reproduce the dis- 
order in animals was unsuccessful. A pad 
of three-quarter-inch felt was applied and 
maintained to test areas over the spines of 
five guinea pigs for from two to eight 
hours, pressure being exerted by adhesive 
tape and a tight thoraco-abdominal binding. 
The degree of force was not estimated. No 
abnormal change in the test areas was noted 
during the next four weeks. 

A more precise experiment was then de- 
vised. Since the weight of the adult human 
head is 6 kg., and the patches of alopecia 
in our cases were 3 cm. or more in diam- 
eter, it was estimated that the scalp in the 
region of the vertex had been subjected to 
a pressure of 900 gm. per sq. cm. A weight 
of 1,070 gm. was selected for this animal 
experiment. A female adult cat was anes- 
thetized, and the head was immobilized by 
means of a special device. The weight was 
applied through three-quarter-inch sponge 
rubber to a 1 sq. cm. area of the central 
frontal area of the skull (Fig. 2C). The 
application was continued for eight hours. 


Vol. 81, Jans, 1960 


POSTOPERATIVE ALOPECIA 





After two days, crusts were present at 
the test site. The next day some hair- loss 
was noted; at nine days this had progressed 
to total alopecia in an area 6 mm. in diam- 
eter; in thirteen days the bald patch meas- 


ured 8X12 mm. (Fig. 2D). A Wood's 
light examination showed no fluorescence. 
A biopsy at thirteen days revealed findings 
comparable to those observed in our pa- 
tients. Vascular changes were prominent. 
The blood vessels were dilated, and some 
were occluded. Polymorphonuclear leuko- 
cytes were present in disrupted vessel walls, 
and with lymphocytes forméd a profuse, 
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Fig. 2.—Histopatholog- 
ic Findings. A, Case 1, 
numerous occluded blood 
vessels in deep cutis (Re- 
duced 27% from 140). 
B, Case 3, relatively 
sparse cellular infiltrate 
around partially occluded 
blood vessel (Reduced 
27% from X 300). Re- 
production of alopecia in 
a cat. C, anesthetized 
animal held motionless 
and subjected to pressure 
on area on skull of1,070 
gm. D, complete alopecia 
at site after 13 days 
measured 8X12 mm. 


perifollicular, inflammatory reaction. The 
histopathologic study, 
was repeated in four additional cats. Iden- 
tical results to that recorded in the protocol 
were noted in three cats. The fourth cat 
did not lose any hair at the site of pressure. 


experiment, including 


Summary 


Sudden loss of scalp hair was observed 
in eight women after operation. It followed 
long pelvic procedures utilizing the Tren- 
delenburg position. A few days after oper- 
ation five of the eight patients noticed 
edema, exudation, and crusting of the scalp 


"a 


on or near the vertex. One to four weeks 
later there appeared a patch of alopecia that 
resembled alopecia areata. Histopathologi- 
cally, the distinctive feature was an oblitera- 
tive vasculitis. Regrowth of hair occurred 
in from 4 to 12 weeks. The cause was 
considered to be pressure-induced ischemia, 
resulting in temporary cessation of follicle 
activity. This theory was supported by 
experimentally producing alopecia in cats. 


We wish to thank Dr. Sam. C. Atkinson for 
his interpretation of the histologic sections. 


66 East 66th St. (21). 
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ABSTRACT OF DISCUSSION 


Dr. Frepertck G. Novy Jr, Oakland, Calif: 
Dr. Abel and Dr. Lewis have collected a most 
unusual group of cases developing localized alo- 
pecia after gynecological surgery. They have con- 
sidered many factors as a possible cause for this 
type of hair loss. They feel, and I believe rightly 
so, that the most likely explanation is that of 
pressure to the head during the operation causing 
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decreased blood supply to a localized area. This 
results in the vasculitis described and the tempo- 
rary loss of hair. This concept is further substanti- 
ated by their experiment which they performed 
on the cat. 

In attempting to locate cases of postoperative 
alopecia, I asked the medical record librarians of 
the two large private hospitals, the County Hos- 
pital, the University of California Hospital, the 
U.S. Army Hospital at San Francisco, and the 
Student Health Service (Colwell Hospital) at 
Berkeley to check their files. At none of these 
hospitals were they able to find any records of 
postoperative alopecia. This does not necessarily 
mean that it did not occur, but such a diagnosis 
was not coded. At Colwell Hospital, which cares 
for nearly 20,000 students annually, over a ten- 
year period there were nine cases in which a 
diagnosis of alopecia was made within two years 
of an operation. On reviewing these, there was 
no apparent relationship between the operation and 
the alopecia. 

On asking a number of surgeons concerning 
postoperative alopecia, most of them had never 
observed the phenomena. Further evidence to sup- 
port Dr. Abeleamd Dr. Lewis in their contention 
that this form of alopecia is on a pressure basis 
is that given me by Dr. Lester Lawrence, a 
neurosurgeon. He states that he has observed, 
with the use of pressure dressings to the head, 
areas of hair loss under the dressing at a distance 
from the incision. He has felt that this loss of 
hair was due to obstruction of the superficial 
blood supply. Also he has seen a decubitus type 
of ulcer develop in the scalp after the use of too- 
tight dressings. 

It appears, therefore, that any occlusive head 
dressing which is applied with pressure may pro- 
duce temporary alopecia, and that the type of 
operation is not a factor. 

In trying to explain Dr. Abel’s and Dr. Lewis’s 
series of cases, I wonder if some particular over- 
zealous nurse applied the head towels in all of his 
patients ? 

To ‘differentiate this type of baldness from the 
other forms of postoperative alopecia, such as 
diffuse thinning or alopecia areata, I would sug- 
gest the term “postoperative pressure alopecia,” or 
simply “pressure alopecia.’ 

The authors should be congratulated for bring- 
ing this interesting condition to our attention and 
to have explained its etiology. 

Dr. J. WALTER Wixson, Los Angeles: Early in 
my career I did numerous tonsillectomies, and 
encountered only one severe bleeder in an adult 
who is still a close friend. This proved impossible 
to tie off, and an old-fashioned clamp was finally 
employed which exerted pressure on the tonsillar 
area with one arm of the clamp and on the out- 
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side of the cheek with the other. This latter pres- 
sure produced an area of superficial necrosis in 
which the hairs have never regrown. 


Dr. Tuomas ButrerwortH, Reading, Pa.: I 
have enjoyed Doctor Lewis's paper, especially in 
view of a recent experience that I have had at the 
Pennhurst State School. During the past few 
years, we have had our share of staphylococcus 
infections, including many boils on the scalp. In 
about 30 patients, furuncles of the scalp have 
been followed by temporary nonscarring alopecia. 
The course of my patients closely parallels that 
of Doctor Lewis’ cases. About seven to ten days 
after the boil reaches its height, there is hair 
loss in the area, measuring from 3 to 5 cm. in 
diameter. The hair falls out rather suddenly, and 
at this time one may find a small red area in the 
center of the bald patch. This redness disappears 
in a few days, and then, for about six weeks, 
there is a condition resembling alopecia areata. 
At the end of six weeks, the hair begins to 
regrow, and, after about two months, there is a 
complete coverage of fine, silky hair. 


In every case, the organism found was Staphy- 
lococcus aureus, phage ype 80/81. We injected 
this organism into one rabbit antl obtained about 
80% hair loss at the site of injection, but, more 
strangely, we had a quarter-sized area of complete 
alopecia, about 5 cm. central and cephalad to the 
site of injection. 


Now, pelvic operations are not new, but the 
Staphylococcus phage type 80/81 apparently is 
something new to our hospital picture, and it 
would be interesting if we could tie Doctor Lewis's 
cases to this troublesome organism. When I read 
the abstract, I was very much interested to learn 
whether there was one particular anesthetist, but 
Doctor Lewis says there were five different anes- 
thetists. Perhaps, it was one nurse who prepared 
the patients who may have contaminated them. 


Dr. C. F. LEHMANN, San Antonio, Texas: It 
is very evident that this type of alopecia is due 
to pressure. Although my discussion is not strictly 
appropriate to this particular topic, I would like 
to mention a case of alopecia that was cured by 
operation. 


It started with alopecia areata, with loss of the 
outer eyebrows. About 1925, he had all the modali- 
ties and topical medications available in that era. 
Somewhere along 1931, he showed up in my office 
with an entire regrowth of hair. He had been 
a case of alopecia totalis, but he showed up with 
a history of recurrence of hair in every hair- 
bearing area after an operation for duodenal ulcer, 
in which profound ether anesthetic was used. It 
was to my amazement that this man showed up 
that way. I felt, and I have ever since, that 
alopecia areata is due to a vasospasm. 


Abel—Lewis 


Dr. Maurice J. Costetto, New York: In the 
past five years I have observed four such cases 
in consultation hospital practice. The patients were 
observed about two days after operation. They 
presented the same picture described by Dr. Lewis: 
quarter-sized areas on the left or the right side 
of the vertex of the scalp, which were dull red 
and moist. Unfortunately, Dr. Lewis did not show 
any of these pictures. I think that the clinical 
picture seen at this time is more typical than 
the temporary alopecia which occurs later. 


To me, the lesion looks like a diathermy burn, 
but it is not as painful. At that time, I was 
unable to follow through on these cases because 
of the possible medicolegal implications, and I 
believe that this is one of the most important 
considerations here. 


The explanations of causation given by the 
authors are logical, and the erosions are probably 
due to superficial pressure gangrene. This pressure 
phenomenon erosion may occur elsewhere, too, as 
the calcaneal regions on the heels. 


The importance of this observation made by 
dermatologists cannot be overemphasized from the 
medical point of view. Measures of prevention 
might include changing the position of the head 
during operation, a sponge rubber pillow, or at 
least a pillow, maintaining the body temperature, 
and avoidance of shock. 

Dr. ArtTHUR R. WooppuRNE, Denver: I have 
arisen to discuss, for just a minute, a type of 
alopecia that I think is very little understood. 
It is what I call postpartum alopecia. 

I have seen probably 15 or 20 of these patients 
in the last few years, with a history that, almost 
exactly at three months after delivery, the hair 
falls out, and it falls out in a masculine distribu- 
tion; that is, the hair recedes alongside the temples. 

I have looked this up in the literature and can 
find practically no references to it. The hair al- 
ways regrows about a month after it begins to 
fall out, and they have no complete or permanent 
loss of hair. 


Dr. LAwrence G. BEINHAUER, Pittsburgh: I 
was interested in the effect of pressure in pro- 
ducing alopecia. I am going „to digress a bit and 
report a case in which, from the clinical stand- 
point, pressure produced a hypertrichiasis in a 
localized area. 


A boy, aged 24 months, with a severe infantile 
eezema, was controlled by the use of constant 
dressing. After the acute inflammatory reaction 
cleared, the patient developed three patches on the 
right forearm and two patches on the extensor 
surfaces of the left forearm about a quarter of 
an inch wide, simulating nummular eczema. At 
the insistence of the mother, pressure dressings 
were continued over a period of time. The pa- 


__ 79/41. 


tient now has five areas of hypertrichiasis in the 
localized areas of nummular eczema. 


Whether or not pressure had anything to do 
with this, I am not sure, but it appears to me 
that pressure may work both ways. 

e 


Dr. Leon GorpmMan, Cincinnati: I think this 
report of Dr. Lewis may help to explain some 
of our recent confusion in regard to another un- 
usal postoperative alopecia. I was informed, much 
to my amazement, that the cardiologists and 
cardiac surgeons are well aware of a disorder 
which they call postheparin alopecia. I had never 
heard of this type of postoperative alopecia. We 
cannot find mt in the dermatologic literature. The 
closest reference, perhaps, is that of Cornbleet and 
Hoit. 


Clinically, this postheparin alopecia is not in- 
flammatory, unfortunately, but it occurs after ex- 
tensive cardiac surgery, and is afebrile. It develops 
with rather extensive changes deep in the skin, 
and that is the only feature that I am hopeful 
about, because these sections resemble the sections 
that Dr. Lewis showed. 

We have gone over the details with Dr. Mon- 
tagna, and he had no explanation for it. But 
the similarity with the sections of Dr. Lewis 
seems to suggest that this so-called postoperational 
alopecia following extensive heparinization for 
prolonged cardiac surgery is related to this vascu- 
lar phase of alopecia. 


Dr. Norman N. EPSTEIN, San Francisco: In 
the days before penicillin, when we were using 
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the blanket method of pyrotherapy, alopecia of the 
type described by Doctor Lewis was not an un- 
common complication. The patient would lie in 
bed, receiving the treatment over a period of 
about ten hours. As a result of the pressure on 
the occiput a number of these patients would 
develop a quarter- or half-dollar-sized area of 
alopecia, which was accompanied by localized 
swelling and sometimes some inflammation. The 
area of alopecia was indistinguishable from alopecia 
areata. Therefore, I think that this form of 
alopecia is not necessarily postoperative but is due 
to pressure on the occiput. I think “pressure 
alopecia” might be a better term. 

Dr. Georce M. Lewis, New York: Dr. Novy 
brought up many points. His suggestion to include 
“pressure” in the title has been accepted. We 
investigated carefully contact factors as well as 
pre- and postoperative care without any good leads. 
Dr. Butterworth’s comments point out a type of 
alopecia due to infection; we could not demon- 
strate any infective agent in our cases. Mention is 
made in the paper of Dr. Lane’s work with wav- 
ing solution and to a few other entities that might 
be considered in differential diagnosis. 

I would also like to cofmment, as some of you 
did, on the medicolegal implications of cases of 
this type. One of the reasons we became specially 
interested in seeking a solution was because our 
first patient had retained a lawyer, who began 
to make things a little bit uncomfortable for the 
institution. In all eight cases the hair returned, 
so legal action was not pressed. 


Secondary Histopathologic Changes of the 


Pilosebaceous Unit 


HERBERT MESCON, M.D., and JOHN S. STRAUSS, M.D., Boston 


There have been several reports demon- 
strating that the pilosebaceous unit reacts to 
experimental injury'* of the skin. The 
basis for the changes seen in the piloseba- 
ceous unit in naturally occurring diseases 
has not been appreciated. Specific diag- 
nostic histologic findings are rare in the 
pilosebaceous unit, but secondary changes 
are quite common. One of the few studies 
to appreciate this is the excellent report by 
Pinkus® clearly demonstrating inverted 
cone-shaped hyperplasia of the intraepider- 
mal portion of the,pilosebaceous unit in 
senile keratosis. C 


The purpose of this report is to further 
delineate the secondary changes of the pilo- 
sebaceous unit that occur in various cutane- 
ous diseases. Particular emphasis will be 
placed on the changes involving the upper 
portion of the follicle and the sebaceous 
apparatus, for two reasons. First and most 
important is that most of the specimens 
examined were from areas containing only 
velus hairs. Since these hairs are charac- 
terized by short growth phases (anagen) 
and long rest periods (telogen) it is rare 
to find growing hairs even in normal speci- 
mens. Therefore, little information can be 
obtained as to the changes involving the 
growth cycle of these hairs. Secondly, most 
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of the conditions studied involved only the 
upper one-half of the dermis. 


Methods 


Five hundred consecutive biopsy specimens of 
human skin sent in for routine histopathologic 
examination were reviewed. Many of these were 
not adequate in size or contained insufficient pilo- 
sebaceous material for this study; about 130 re- 
viewed specimens constitute the basis of this report. 
Many of these specimens contained both normal 
and abnormal areas of the skin in the same slide, 
an ideal circumstance for comparative study. 
Thirty-two specimens were studied more inten- 
sively by serial sections. 


Results and Discussion 


Before interpreting the results it is neces- 
sary to review a few basic facts about the 
pilosebaceous unit and dermal appendages. 

A. Normal Variation—Not only does 
the size of the pilosebaceous unit vary in 
different individuals, but even in different 
parts of the body, and in adjacent areas of 
the same individual, but the relative size 
of the different units vary. An excellent 
example of this is the pilosebaceous appa- 
ratus of the malar region of the face where 
the enormous sebaceous gland is the domi- 
nant structure and the hair is relatively 
small. On moving even two inches to the 
beard area, most of the follicles have large 
hairs and small sebaceous glands. 

B. Pluripotentiality of the Basal Layer. 

It has been conclusively shown 134$- 
that the dermal appendages (eccrine sweat 
gland and duct, and the distal portion of the 
pilosebaceous gland and duct) have pluri- 
potentiality after experimental injury. This 
means that the cells of the basal layer of 
the appendage, which embryologically are 
derived from the epidermis itself, under 
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stress maintain the ability to form malpigh- 
ian type cells rather than their normal 
highly differentiated specialized cells. The 
end result of this may even be the formation 
of keratin originating from the appendageal 
structures. 


C. Reaction Patterns of Pilosebaceous 
Unit to Experimental Injury.—As far as 
the sebaceous gland and adjacent structures 
are concerned, Strauss and Kligman è have 
detailed these recently following the experi- 
mental application of substances to the skin, 
the intradermal injection of various irri- 
tants, and after injury to one or more 
portions of the pilosebaceous apparatus. 
Following these injuries they observed five 
general patterns of response (Figs. 1-5): 
(1) Destruction. The gland was totally de- 
stroyed by severe stress. The hair follicle 
was more resistant. (2) Atrophy. (3) Fail- 
ure of sebaceous maturation. The cells of 


Fig. 2.—Same as rectangle of 
Figure 1, higher power. X 80. Note 
atrophic sebaceous glands and 
squamous cell replacement. 
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Fig. 1—Experimental: Two 
weeks after 0.03 cc. of .1% croton 
oil intradermal injection into scalp. 
X25. Marked inflammatory zone 
reaction present but not well visual- 
ized at this power. Note atrophy 
and absence of sebaceous glands, 
and squamous-cell metaplasia of 
pilosebaceous unit. Adjacent normal 
skin, not seen here, contained num- 
erous large sebaceous glands. 


the sebaceous gland, instead of becoming 
fat-laden cells, became partly or completely 
replaced from the basal layer of the gland 
by cells identical with those of the normal 
malpighian layer. (4) Proliferation. The 
malpighian type cells extended into the der- 
mis in varying-sized lobules. (5) Kerati- 
nous metaplasia. The gland was sometimes 
replaced by “stratified squamous cells sur- 
rounding a keratin-filled lumen. 


None of the 130 specimens under discus- 
sion contained primary specific histologic 
changes of the pilosebaceous units. Never- 
theless, a variety of changes similar to those 
cited in experimental injury were seen, in- 
cluding complete destruction, atrophy of 
varying degrees, squamous-cell metaplasia 
even approaching that degree seen in pseu- 
doepitheliomatous hyperplasia, and keratini- 


zation even to deep keratin crypt formation 
(Figs. 6-21). 





Vol. 81, Jan., 1960 


PILOSEBACEOUS CHANGES 


Fig. 3—Experimental : One 
week after superficial electro- 
desiccation. 40. Note normal 
sebaceous glands at right, and 
atrophic glands and partial re- 
placement of fatty-laden cells 
with malpighian-layer type cells 
at left. Uninvolved deep portion 
of hair follicles at center of 
involved sebaceous unit. 
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Fig. 5.—Experimental : Another sub- 
ject, same as in Figure 1. X 25. Note 
marked pseudoepitheliomatous hyper- 
plasia replacing the normal fatty-laden 
sebaceous cells. 
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Fig. 4—Experimental: Two weeks 
after intradermal injection into scalp 
of 0.03 cc. of sebum. X 40. Dense 
inflammatory reaction not well demon- 
strated under this magnification. Note 
uninvolved deep portion of hair fol- 
licles. Normal sebaceous glands re- 
placed by hyperplasia of squamous 
cells with large keratinous crypt for- 
mation. 





These changes themselves were dependent 
upon the site (depth) and the degree of 
inflammation and/or infiltration of the in- 
dividual specimen; they were not specifically 
related to any disease process. When the 
disease is superficial, such as in neuroder- 
matitis, superficial junction nevi, superficial 
multicentric basal-cell epitheliomas, super- 
ficial contact dermatitis, mild solar derma- 
titis, some seborrheic and senile keratoses, 
superficial intraepidermal squamous-cell epi- 
theliomas (Bowen’s disease), etc., appreci- 
able changes in the pilosebaceous unit are 
not seen. Of course, as already mentioned, 
Pinkus has described intraepidermal changes 
of the pilosebaceous duct. Deeper involve- 
ment of the skin as seen in many dermato- 


Fig. 7—Lichen planus. 
X 40. Sebaceous glands 
absent in lesion. Note 
squamous-cell proliftra- 
tion at site where pilose- 
baceous unit would 
nérmally be identifiable. 
Glands of uninvolved por- 
tion of section, not shown 
in this picture, were usual 
size, 
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Fig. 6—Kerion of arm due 
to superficial fungus identifiable 
by PAS stain. X 25. Marked 
inflammatory ‘reaction not well 
visualized under this magnifica- 
tion. Note replacement of norm- 
al pilosebaceous structure by 
pseudoepitheliomatous hyper- 
plasia and keratinization with 
formation of large crypts. 


fibroma, deep nevi, kerion, scleroderma, 
lichen sclerosus et atrophicus, deep basal- 
cell epithelioma, and squamous-cell carci- 
nomas, etc., which engulf the pilosebaceous 
apparatus induce a variety of changes al- 
ready described. ° 


The greater the degree of inflammation, 
the more marked were the changes. Partic- 
ularly it was noted that in more marked 
inflammation, the production of squamous- 
cell metaplasia and keratinization was more 
pronounced. A good example is seen in the 
kerion (Fig. 6). This must be qualified by 
stating that with marked inflammation there 
was total destruction of the pilosebaceous 
unit. 
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While the changes in the pilosebaceous 
unit often are not included in the classical 
microscopic description of some of the dis- 
eases we have illustrated, in others, such 
as discoid lupus erythematosus (Fig. 19) 
and lichen sclerosus et atrophicus (Fig. 16), 


Fig. 9—Intradermal 
cellular pigmented nevus 
(not easily identifiable at 
this magnification), 40, 
in upper right quadrant. 
Note normal size sebace- 
ous glands at center and 
left side of picture. The 
sebaceous unit which runs 
through the nevus on se- 
rial sections (here right 
lower quadrant) shows 
atrophy of fatty-laden 
elements, but prolifera- 
tion of stratified squa- 
mous elements and 
keratinous crypt forma- 
tion. 


Mescon—S trauss 


the changes are an integral part of the 
microscopic description. It is interesting to 
speculate on the changes in these two dis- 
eases. In lichen sclerosus et atrophicus, 
there is a dense band-like infiltrate and 
edema in the corium, while in lupus ery- 
thematosus the inflammation is not as dense 
but the intervening areas are quite edem- 
atous. In other words, both diseases have 
diffuse corium involvement. Probably the 
changes of “hyperkeratotic follicular plug- 
ging” are secondary to the changes in the 
dermis. They do not represent primary 
changes in these diseases. 


Of more importance are the changes de- 
scribed as squamous-cell metaplasia. In 
these instances there is a “wild? growth in 
all directions of the epidermis of the append- 
ages as well as the surface, producing 
tongues and sheets of cells growing into the 
surrounding dermis. Ofttimes the basal cell 
layer is absent or indistinct, so that an er- 
roneous diagnosis of cutaneous neoplasia 
may be made. Such an example is shown in 
Figures 20 and 21, a case in which a diag- 
nosis of squamous-cell carcinoma was ac- 
tually made. In reviewing this slide, in view 
of the above described finding it is probable 
that this does not represent a carcinoma. 
Therefore, in those cases which are charac- 


terized by an intense dermal inflammatory 








Fig. 10.—Basal-cell epithelioma and hemangioma. 
X 25. Norma! sebaceous glands at right. Atrophic 
(arrow) or absent glands at left in region of 
tumor. 


Fig. 11—Xanthoma, 
not easily recegnizable at 
this magnification, 25. 
Scalp. Adjacent sebaceous 
glands not on this section 
were large. Nete hair fol- 
licles still present. Se- 
baceous glands in midst 
of tumor are atrophic or 
absent. 


Fig. 12—Same as Figure 11, higher magnifica- 
tion, (region of arrow). X 200. Shows cross sec- 
tion of follicle and atrophic sebaceous glands. 
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reaction, the diagnosis of malignancy must 
be assessed against the possible secondary 
appendageal changes. 

A final point to be emphasized is that in 
general the changes were more marked in 
the sebaceous gland and upper follicle than 
in the deep piliary portion of the follicle 
(Pige: 4, 11, 15, 18,. 195; 


Summary and Conclusions 


The changes in the sebaceous gland in 
various dermatologic conditions have been 
compared to those seen after experimental 
stress or injury. 





The changes are nonspecific and are re- 
lated to the depth and degree of inflamma- 
tion or infiltration of the process rather 
than to the specific disease entity. 

The changes included destruction, atro- 
phy, proliferation, and squamous-cell meta- 
plasia, and keratinization. 

In view of the above it may be necessary 
to alter our concept of the classically de- 
scribed histopathologic changes in terms of 
the primary disease and the secondarily 
induced pilosebaceous unit changes com- 
monly present. 


Boston University School of Medicine, 80 East 
Concord St. (187. 
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Fig. 13.—Sarcoid. Re- 
duced 4% from X 40. 
Note absence of normal 
sebaceous gland and re- 
placement by keratinized 
crypt. 
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Fig. 14.—Sarcoid. Re- 
duced 4% from X 40. No 
normal sebaceous struc- 
ture visualized. Note 
replacement of upper pilo- 
sebaceous apparatus by 
stratified squamous epi- 
thelium. 





Fig. 15.—Squamous-cell 
carcinoma. X 25. Note 
relatively normal sebace- 
ous glands at left. Por- 
tion of hair follicle unin- 
volved. Keratinous crypt, 
right upper portion, is 
continuous on serial sec- 
tion with uninvolved deep 
piliary structure at lower 
right. 
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Fig. 16.—Lichen sclero- 
sus et atrophicus. Reduced 
4% from X 40. Normal 
epidermis not shown here 
Starts at left edge. The 
abnormal “edematous” 
collagen typical of this 
disease starts just to the 
right of the normal se- 
baceous gland which, on 
serial section examination, 
extends to the surface 
through normal dermis 
and epidermis. Note the 
keratinization and squa- 
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Fig. 17—Dermatofibro- 
ma. X 25. Atrophic or 
absent sebaceous glands 
in tumor although the 
rest of follicle is intact. 
Large sebaceous gland at 
the left is located in un- 
involved dermis adjacent 
to the tumor. 





Fig. 18.— Seborrheic 
keratosis. X 25. Unin- 
volved sebaceous glands 
at left underlying the rel- 
atively uninvolved epi- 
dermis. Note absence or 
atrophy of sebaceous 
structures throughout re- 
mainder of dermis under 
the thickened epidermis, 
although the deep piliary 
structures do not appear 
to be involved. 
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Fig. 19—Chronic dis- 
coid lupus erythematosus. 
Reduced 40% from X 25. 
Note normal pilosebace- 
ous unit in uninvolved 
skin at left portion of 
section. In the involved 
mid and right portions 
the sebaceous glands are 
atrophic or absent, al- 
though some deep follicles 
do not appear remark- a 
able. Note deep keratin- Cr NE atl 
filled follicle of upper right with squam 
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ous-cell hyperplasia. 










Other foci, not shown here, of this section 


AA 





revealed moderate liquefaction degeneration of basal-cell layer. 
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section. Reduced 39% 
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spectively. At left note 
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with normal sebaceous 
glands at right. 
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ABSTRACT OF ‚DISCUSSION 


Dr. Francis A. Erus, Baltimore: Dr. Mescon and Dr. Strauss have analyzed the sec- 
ondary changes or participation of the pilosebaceous apparatus as seen in 130 biopsies, from 
500 consecutive unselected biopsies. Apparently, they had the same trouble that we all have: 
getting little bits of tissue, from which we are supposed to make interpretations. 

In inflammation, the fat cells of the sebaceous glands may show atrophy and/or replace- 


ment by squamous cells. 


Mescon—S trauss 


I think this metaplasia that he illustrates is important, and I do not 
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think we havé really realized previously the extent of these changes. The follicular walls of 
the hair follicles may show pseudoepitheliomatous hyperplasia and/or formation of keratin 
plugs, which, of course, may show up as small keratin cysts or milia. 

The follicular changes in lichen planus are important in the interpretation of the histo- 
logic findings. In Figures 7 and 8, they have shown a follicle in lichen planus with only 
superficial changes. This was because the biopsy was from a superficial type of lichen 
planus. Where the changes are deeper, then, we have the picture of lichen planopilaris. In 
lichen planopilaris, we do not usually see sebaceous glands, partly because of the locations 
of the biopsy sites. We therefore do not know whether the sebaceous glands will undergo 
metaplasia in lichen planus. 

In some of the deeper sections in lichen planopilaris, the lesions may look like chronic 
discoid lupus erythematous, when we do not see the follicular appendage because the ap- 
pendage may have been cut tangentially. 

In their studies on lichen sclerosus et atrophicus, the authors have interpreted the follicular 
plugs in this disease to be secondary to the atrophy of this pilosebaceous apparatus, occurring 


_ secondarily to the changes in the dermis. This seems a little difficult to accept. Maybe 


they have some definite ideas of what is occurring in the dermis, They suggest it is edema. 
I do not know. 

They state that in “chronic discoid lupus erythematosus” the infiltrate is not as dense as 
in lichen sclerosus et atrophicus but in my experience the infiltrate in lichen sclerosus et 
atrophicus is more band-like, but, as a whole, less dense than in chronic discoid lupus ery- 
thematosus; that the so-called “edema” in lichen sclerosus et atrophicus is more intense 
than in chronic discoid lupus erythematosus. The edema of the cutis in chronic discoid lupus 
erythematosus is not, of course, the most important primary factor which causes the sec- 
ondary epidermal changes, because if it were, acute lupus erythematosus would show more 
plugging than chronic discoid lupus erythematous, whereas the lack of plugging in the acute 
form is the rule. e 

They mentioned, but did not discuss, the increased resistance that often the hair follicles 
may show to early superficial epitheliomas. These changes are often seen well in the senile 
skin with senile keratosis and epithelioma in situ with dyskeratotic cells tending to form 
lacunae. (Pinkus, H.: Keratosis Senilis: A Biologic Concept of Its Pathogenesis and 
Diagnosis Based on the Study of Normal Epidermis and 1,730 Seborrheic and Senile Kera- 
toses. Am. J. Clin. Path. 29 193-207, 1958.) 

The most important changes the authors found were the metaplasia of the sebaceous 
glands and the pluripotentiality of the epithelial cells of the appendages. They made no men- 
tion of the secondary changes which may occur in the sweat ducts and the coil glands. 

I enjoyed the paper, and I am sure that in the future it will be helpful in the interpretation 
of certain keratoses and epitheliomas to be sure whether they are true epitheliomas or are 
pseudoepitheliomas. 

Dr. HERMAN BEERMAN, Philadelphia: I have been guilty of using the term, “metaplasia,” 
in the same sense that Dr. Mescon used it, when we spoke of the change of the epidermis 
from one type of epidermal cell to another as metaplasia. Actually, metaplasia means the 
change in the type of adult cells in a tissue to a form which is not normal for that tissue. 

Dr. Mescon’s discussion emphasizes the pluripotentiality of the epidermal cell. On the 
other hand, we all have to realize that sebaceous glands have a covering of normal basal cells. 
What one usually sees is a section through the gland rather than through the periphery of 
the gland, and therefore I think perhaps in serial section Dr. Mescon may have thought he 
had seen atrophyeof the gland when actually all he observed was tangential sections of the 
periphery of the gland. 

I believe that Dr. Mescon’s points are well taken with respect to change in the interpreta- 
tion of the findings, that is, one has to use a little imagination. I think that Dr. Mescon has 
used a normal amount of imagination in interpretation, but many of these effects which he 
described can be explained by the physical tather than the pathogenetic mechanisms. I do 
make a plea that investigators stop making things more difficult for those of us who teach 
dermatopathology by taking the props out of our descriptive terminology. We still see 
follicular keratosis in lupus erythematosus. i 
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Acne, Estrogens and Spermatozoa 


J. FRED MULLINS, M.D.; WRAY B. McCASH, M.D., and JULES K. LAMAR, Ph.D., Galveston, Texas 


It has been demonstrated that estrogenic 
substances, given in sufficient amounts, will 
significantly decrease the amount of sebum 
produced by the sebaceous glands.* A num- 
ber of dermatologists have utilized female 
hormones to decrease the sebaceous activity 
and to aid in the therapy of cystic acne 
vulgaris.® On several occasions, there have 
been references to a temporary or perma- 
nent decrease in spermatogenesis following 
the utilization of these substances and the 
question arises as to their safety." 


The purpose of this study was to give 
conjugated estrogenic substances (Premarin) 
to a group of normal men fer a period of 
three months and to check carefully all com- 
ponents of the sperm count during this 
interval of time. Also, we checked for side- 
effects from this estrogenic substance, as 
well as instituted placebos at the end of 
the three-month trial period. It was decided 
to carry all subjects on the true substance 
for 90 days and then switch to placebos for 
the entire group as the criterion for clinical 
analysis in this type of project is based on 
objective findings rather than those of a 
subjective nature. The time element of 90 
days was selected due to the fact that our 
experience reveals by this time persons tak- 
ing Premarin will have a marked decrease 
in sebum secretion, and their acne lesions 
will have shown clinical response. 

Submitted for publication July 28, 1959. 

Premarin was furnished by the Ayerst Labora- 
tories, New York. 

From the Department of Dermatology (J. Fred 
Mullins, Professor and Chairman), University of 
Texas Medical Branch. 

We are indebted to Dr. J. Allen Scott, Depart- 
ment of Preventive Medicine and Public Health 
for statistical analyses. 

Read before the 79th Annual Meeting of The 


American Dermatological Association, Inc., At- 
lantic City, N.J., June 1, 1959. > 


Materials and Methods 


Twenty-two normal men between the ages of 20 
and 39 were selected for this study. The majority 
of the group was below 28 years of age. As might 
be expected, two men dropped from the study 
within the first two weeks. After an initial sperm 
count was obtained, these persons received 2.5 mg. 
Premarin daily for a total of 91 days. A very 
accurate record was kept on the administration of 
these tablets, and there were no instances where 
the drug was not given. The counts were made at 
regular intervals when we thought sufficient time 
had occurred for some alteration. Initially, we did 
the counts at two-week intervals. We feel that 
our information regarding continence was reliable 
since rapport and cooperation were excellent. 


The specimens were collected in the usual manner 
and the various components, such as volume, motil- 
ity, forward movement, turbidity and pH were 
examined immediately. While checking the motil- 
ity and forward movement, an estimate of the 
total count was made and the specimen was then 
diluted with the fixative solution (5% sodium bi- 
carbonate in 1% formaldehyde) accordingly. In 
cases of exceedingly high counts, it was necessary 
to redilute the semen. The actual counting was 
done by a white blood cell counting chamber and in 
each instance two people independently verified the 
counts. Fixed and stained smears were also done to 
study abnormal forms. 


Presentation of Data and Results 


A total dosage of 227.5 mg. was given 
to those persons who remained on the prep- 
aration for 91 days. As can be seen in 
Table 1, the total count in many of the 
subjects varied from time to time, but in 
no instance was there a sustained decrease 
in the count nor a marked elevation in the 
count while on the Premarin. After the 
placebo was instituted, a significant number 
of the men showed a definite increase in 
counts over the ones taken initially, as well 
as those done throughout the treatment pe- 
riod. Since there was no decided decrease 
while the persons were taking the Premarin, - 
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TABLE 1.—S berm Counts (Millions) of Patients on 2.5 M g. Premarin Daily 


Initial 
Count 14 Days 
146 82 
188 130 
26 25 
80 45 
20 42 
122 75 
858 650 
39 60 
177 95 
37 * 39 
33 118 
99 119 
132 199 
55 32.5 
150 150 * 
22 15 * 
87 45 
70 78 
9 ia” 
72 60 


28 Days 


133 


* Period of continence less than 5 days. 


this cannot be classified as a rebound phe- 
nomena but possibly an upgrading stimula- 
tion of spermatogenesis as a result of the 
withdrawal of the Premarin.11:12 Also, this 
table shows that there is apparently very 


Case 


Io & A 


14 Days 


28 Days 


42 Days 


Placebo 
63 Days 77 Days 91 Days Started 42 Days 
115 80 168 210 
138 110 80 125 
6 63 28 * 115 
9 44 47 93 * 
440 135 85 38 * 
130 12 * 139 * 30 
1,750 800 780 620 
85 118 130 128 
220 205 210 * 154 
70 63 70 108 
190 167 300 165 
140 80 118 77.5 
220 * 160 300 215 
7 70 * 110 138 * 
210 * 200 -280 60 
47 * 60 77 40 
40 RO 53 * 
83 41* 
92 45 * 


TABLE 2—Development of Gynecomastia 


42 Days 


63 Days 


—— 


77 Days 


Nipple ten- Nipple ten- 


derness 


derness 


Unilateral 


Unilateral 
Unilateral 


Dropped 
from study 


Placebo 


91 Days Started 


Bilateral 
Bilateral 
Bilateral 


Bilateral 


Bilateral 


- Bilateral 


Bilateral 
Nipple 
tenderness 
Bilateral 
Unilateral 


Bilateral 


(98 days) 


42 Days 


Subsided 


Subsided 


Subsided 
Tenderness 
subsided 
Subsided 
Subsided 
Residual 
Subsided 


Bilateral 
Subsided 


Subsided 


Dropped 


from study 


Dropped 


from study 


Dropped 


from study 


70 Days 


252 
155 
125 


206 * 
745 


little decrease in libido or spontaneous emis- 
sions on this amount of therapy. 

A comprehensive statistical analysis of 
the data in Table 1 failed to show a sup- 
pression of the count, either during the 


SSS SSS 


Subsided 


Subsided 


Dropped 
from study 
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TABLE 3—Decreased Oiliness and Improved 
Lesions 


Ss 
oO 


Case 14 Days 28 Days 42 Days 63 Days 77 Days 
1 ++ 
2 + ++ 
3 0 ++ 
4 TT 
5 0 ++ 
6 0 + +t 
7 + ++ 
8 + + — 
9 tF 
10 + + + + ++ 
11 + +--+} 
12 0 ++ 
13 + ++ 
14 0 ++ 
15 0 ste 
16 0 ++ 
17 ++ 
18 0 shoe 
19 0 0 0 ++ 
20 0 + + TF 
0 None 
+ Slight 
+-+ Definite 





administration of the hormope or during 
the placebo period. 

The placebos were only given for a period 
of 70 days, as we thought that this was ade- 
quate time for evaluation of rebound, etc. 
and also, it was becoming more and more 
difficult to contain the men within this study. 
It was felt that the initial 90-day period of 
time was sufficient to observe a clinical im- 
provement in men with acne lesions and 
also, a marked decrease in oiliness of the 
skin. 


Table 2 shows the varied intervals at 
which the subjects demonstrated nipple ten- 
derness and gynecomastia. It is very inter- 
esting to note that 8 of the participants had 
no sign of this most prominent side-effect. 
Out of the 11 men who presented gyneco- 
mastia, 9 showed subsidence in 42 days and 
the other 2 at the end of the 70-day period. 

Although it was not the primary purpose 
of this paper to measure accurately the 
sebum secretion and subjectively evaluate 
the persons who had clinical lesions, Table 
3 will show our impression of these cases. 
Table 4 shows the return of oiliness and the 
development of new lesions in these cases 


fails to show a consistent ‘decrease in the 
seminal fluid volume either at the end of the 
90-day period or during placebo administra- 
tion as was found by Heckel.** Percentage 
of motility and forward movement do not 
appear to be altered by this amount of 
Premarin, and this is found in Table 6. The 
pH of all specimens was checked through- 
out the study, and no major changes were 
found. 

One of us (J. K. L.) has studied the 
distribution of abnormal forms in the slide- 
cover preparations set up for initial motili- 
ties and also in the fixed and stained smears. 
Whereas this latter part of the study is 
incomplete at the present time, it is his 
opinion that there was no significant change 
in the percentage distribution of the abnor- 
mal versus normal forms, nor was there a 
significant change within the abnormal 
forms, i.e., the developmentally produced 
versus the environmentally produced types, 
either during the therapy period, or the 
placebo period. This correlates well with 


the estimates on initial motility percentages. 


This study of abnormal forms may merit 
a separate communication when completed. 


Comment 


From the foregoing data, one can con- 
clude that the average man is able to take 
a significant amount of female hormone 
without decreasing spermatogenesis. Sev- 


TABLE 4—Return of Oiliness and Lesions 
with Placebos 


ee 
Ál 


Case 42 Days 70 Days 
1. 0 0 
2. 0 0 
3. 0 s 0 
4. 0 0 
5. 0 0 
6. Yes Yes 
r i 0 0 z 
8. 0 0 
à 9. 0 Yes 
10. Yes Yes 
Lis 0 0 
12. Yes Yes 
13. 0 0 
14. Yes Yes 
15. 0 Yes 
16. 0 — 


ber the 70-day placebo period. Table $ ———— A 


Mullins et al. 
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à TABLE 5.—Volume of Seminal Fluid 
DUE ££-,-,,,,, ,,— aumŘħŮõ 
Initial Placebo 

Case Volume 14 Days 28 Days 42 Days 63 Days 77 Days 91 Days Started 42 Days 70 Days — 
T. 7.9 4.9 5.7 5.5 7.3 7.2 4.5 7.4 8.2 
2. 2.3 3.2 1.6 3.3 4.3 3.0 1.2 1.5 3.2 
E 4.5 4.6 4.9 5.4 3.5 3.6 3.0 * 2.7 4.0 
4. 2.4 a7 2.2 2.3 2.0 2.1 2.5 0.5 * 2.6 
5. 2.0 1.8 1.2 0.2 0.8 1.0 0.9 1.4* 2.4 
6. 1.5 2.2 4.6 * 4.0 5.6 0.7 * 3.2* 3.0 2.7* 
F. =i 2.1 2.8 12 0.65 0.6 1.5 1.6 1.0 
8. 5.6 6.7 6.6 4.2* 6.6 6.5 5.2 5.5 3.3 * 
9. 2.4 2.4 2.6 2.0 4.2 3.9 1.3 * 1.5 1.8 

10. 5.6 * 5.1 6.5 5.3 5.5 5.5 4.4 4.5 5.4 

11. 1.9 2.4 1.7 * 2.0 3.2 3.0 2.6 2.3 2.2 

12. 2.6 2.8 2.7 1.4 1.9 2.6 1.6 1.2 2.0 

13. 2.9 2.6 3.5 2.6 2.5 * 2.5 3.2 2.5 3.0* 

14, 3.4 3.5 3.5 3.4 * 3.1 2.3 * 2.4 1.4 * 1.8 

15 1.4 eo 2.3 2.3 1.4 * 1.6 1.2 ri 2.3 

16. 2.7 2.8 * 2.9 2.3 2.5 * 3.2 1.5 2.0 

17. 3.1 1.7 1.05 * 2.2 * 0.38 2.5 1.1* — — 

18. 2.3 1.4 1.8 2.5 — 1.5 * 2.0 

19. 1.85 2.8 * 2.6 3.8 3.3 = 3.8 

20. 4.0 5.5 5.0 6.1 4.0 — 


* Period of continence less than 5 days. 


eral studies have been conducted in which 
there was a definite decrease in spermato- 
genesis after the administration of stilbes- 
trol over a long period of time; however, 
there were no follow-ups on these persons 
following stoppage of the therapy as it was 
being given for carcinoma of the prostate. 
We would liked to have carried our study 
past a 7-month period, but, as can be seen 
from the charts, we were beginning to lose 


our patients from the project and a smaller 
number would have decreased the statistical 
significance of this effort. It is not uncom- 
mon to note male gynecomastia in the new- 
born, and no work has shown that this has 
decreased spermatogenesis in the future. 
Studies showing a decrease in sebum 
after the administration of estrogenic sub- 
stance have been well-documented and, 
therefore, we did not undertake this meas- 


TABLE 6.—Percentage and Forward M otility of Spermatozoa 


a aaoo 


Placebo 
Case Initial 14 Days 28 Days 42 Days 63 Days 77 Days 91 Days Started 42 Days 70 Days 
i. +++ (25) +++ (45) +++ (45) ++ (40) ++ (85) ++ (30) 
2. +++ (50) +-+-+ (50) +++ (50) +++ (60) +-+ (50) ++ (50) 
3. +++ (60) +++ (65) ++-+ (60) +++ (45) +++(55) -+++(50) 
4. +++ (40) +-+-+ (55) +++ (60) +++ (50) +++(50) +++(55) 
5. +-+-(35) ++ (45) ++ (35) +(25) +-+ (5) +--+ (45) 
6. +++ (65) +++ (60) +++ (60) +++ (60) +++(5) +++(45) 
7. ++-+(50) +++ (33) +++ (50) +(10) +++ (40) +++(55) 
8. +++ (55) +++ (70) +++ (50) +++ (50) ++ (30) ++ (35) 
9. +++ (50) +++ (50) +++ (65) ++-+ (60) +++(65) ++-+(50) 
10. +++ (45) +++ (45) +++ (55) ++-+(55) +++(65) +++(60) 
11. ++ (10) +++ (70) +++ (60) +++ (60) +++(7) +++(50) 
12. +++(55) +++ (50) ++-+ (65) +++ (60) +++(60) +++(55) 
e18- +++ (50) ++ (25) +++ (60) +++ (55) +++(70) ++-+(45) 

14, +++(70) +++ (80) ++-+ (40) ++ (50) +++ (40) ++-+(45) 
15. ++ (30) ++ (30) ++-+(50) +++ (45) t+++(45) +++(60) 
16. ++ (25) ++ (20) °+-+-(40) ++ (20) ++ (25) 

17. +++ (45) +++ (40) ++-+(35) ++ (50) 

18. +++ (50) +++(50) ++-+ (40) ++ (30) 

19. ++ (40) +++ (55) ++-+ (60) +++ (60) 

20. +++ (50) ++ (30) +++ (50) 


rn 


-++’s Indicate forward motility. 


()’s Indicate percentage motility. 
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urement throughout this investigation? We 
should like to re-emphasize’ that the clinical 
improvement of patients will be apparent 
within a 3-month period of time and the 


| drug ‘may be, discontinued or alternately 


} given after that. period when nipple. tender- 


ness and gynecomastia will probably become 


apparent. Throughout this study, we have. 
à stayed with the standard 5-day period of 


Y continence as being best for obtaining a 
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| complete and comprehensive sperm count. 


Although we felt we had good rapport 
‘regarding continence with the persons in 


this study, several of the unusually low 
counts in Table 1 appear misleading. -By 
the same token, there are instances in this 


chart where there was a very short period 


_ of continence, but the counts were exceed- 


ingly high. Before undertaking this project 
we felt that there might well be a decrease 
in total volume of the seminal fluid,!8 but 
this was not borne out. | 


eo 
Summary and Conclusions 


Twenty normal men were given 2.5 mg. 
per day of Premarin over a 3-month period 
of time, and their sperm counts were régu- 
larly checked throughout this interval. Place- 
bos were’ then given for a 70-day period, 
and there was no significant decrease or 
increase in sperm counts after the adminis- 
tration of this therapy. 

‘There was definite decrease in oiliness 
and a decrease in the number of acne lesions 
in the cases presented. 

All other facets of the sperm counts other 
than the total number were executed on 
these patients and found: not to be signifi- 
cantly altered by the study drug. l 

It would seem that this preparation is 
perfectly safe over a 3-month interval of 
time regarding an alteration in spermato- 
genesis. 


Department of Dermatology, University of Texas 
Medical Branch. 
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ABSTRACT OF DISCUSSION 


Dr. Henry A. Brunstinec, Toledo, Ohio: There 
is considerably more work in this study than ap- 
pears in its brief presentation, When one realizes 
that it takes from one and one-half to two hours 


-to do a complete sperm count, including a study of 


abnormal forms, motility, and morphology, on 20 
men at two-week intervals. over a period of seven 
months, it becomes apparent how time-consuming 
this study has been. 

Urologists have been using estrogenic prepara- 
tions in the treatment of male infertility and in 
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patients with prostatic, malignancy for a number 
of years. Their reports have shown that in giving 
similar or slightly larger doses of estrogens over a 
longer period of time, a suppression of the sperm 


count. occurred, with a` subsequent rebound phe- ’ 
nomenon in a rather high percentage of their 


patiens shortly after the treatment was discon- 
_ tinued. 


Kearns (ems W. M.: The Treatment of . 


Male Infertility with Beene: Substance, J. 
| Urol. -75:852-856 (May) 1956) has pointed out 


that estrogens are not foreign substances but are. 


normally present in the male in measurable amounts 
in the testes and urine; in fact, the richest natural 
source appears in the urine of the stallion, When 
an estrogen is given in sufficient amount, it acts, 
possibly through pituitary depression, as an antag- 
onist of an androgen. In smaller amount, it may 
act as a pacemaker of androgenic activity. 

‘Dr. Mullins has stated that it was not the pri- 
, mary purpose of -his paper to measure the sebum 
secretion accurately. This, and the effect of any 
‘untoward reaction, were judged only by objec- 
tive examination. He has concluded the Premarin 
administered in doses of 2.5 mg. daily for a perge 
of three months is perfectly safe. 

Dunn (Dunn, C. W.: Stilbestrol Induced Tes- 
ticular Degeneration in Hypersexual Males, J. 
Clin. Endocrinol. 1:643-648 (Aug.) 1941) re- 
ported his experience with two hypersexual males, 
‘to whom he gave 5 mg. of stilbestrol daily for 60 
and 90 days, respectively. The treatment was given 
solely for the purpose of relieving sexual mania. 
Impotence and azospermia promptly developed. 


Testicular ‘biopsies showed tubular degeneration, | 


hyalinization of the basal membrane, and absence 
of Leydig’s cells. When the estrogen was with- 
_ held, kistological and functional recovery were dem- 
onstrated in 9 and 16 weeks, respectively. These 
changes aré practically identical with those de- 
scribed following treatment with testosterone. 

I should like to ask Dr. Mullins if he had any 
special reason for selecting Premarin in this study 
over any of the other estrogenic preparations. 

Not too many years ago, the specialties of urology 
. and dermatology were very closely related. They 
were associated in specialty journals, such as the 
Urologic & Cutaneous Review, and the Japanese 


Journal of Dermatology and Urology. Until the © 


onset of the last war, they were combined in the 
administrative organization of the Army and Navy, 
and even a few decades ago they shared-the same 
basement corridor in many of our medical schools. 
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This paper has stimulated a renewed acquaint- 


anceship with an allied specialty. The solution of 
the acne problem will probably resolve itself about _ 
estrogenic and androgenic balance, about which 
our knowledge is so limited today. ` 


Dr. Mullins is to be complimented on his a 


cellent study, even ‘though his conclusions ‘appear 
to -be somewhat controversial with those which 
have. been reported in the urological literature. 

Dr. Harvey Brank, Miami, Fla.: An enor-’ 


+ 
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mous amount of work must have gone ‘into this’ 4 


careful study. 


the gonad today may not show up in a change in’ 
sperm count for two weeks or more. It takes that _ 
period of time for the sperm to travel through the “ 


The duration of such studies is an ` 
added difficulty, for an effect which is produced on « 


ducts and finally make its appearance in the ejacu- . 


late. We are reassured that estrogens in the dose f 
used do not depress tke sperm count. 
‘I have heard that other drugs, particularly cer-" 


tain antibacterial agents, will cause a decrease in | 


the sperm count in’ experimental animals when 
given in huge doses. 
have seen no adverse effects fromm griseofulvin on 
the sperm count in man. 

_ I wonder whether Dr. Mullins can give us any 
more informatton, from the literature or from his 


- colleagues, on some of the effects of other drugs. 
Dr. J. Frep Murns, Galveston, Texas (Clos-` : 


ing): It would have been much more informative 
if we could have done testicular biopsies on all of 
the subjects in this study. This was our original 
concept, but, as the stidy progressed, we found 


that this would be a rather difficult procedure as. 
‘cooperation was not entirely wholehearted. 


The only reason we used Premarin was because 


this was the substance which we had been using 


clinically. There is no reason why we could not 
have selected one of the other estrogenic sub- 


stances, such as stilbestrol or related synthetic _ 


derivatives. 


I should like to thank Dr, Blank particularly for 
his fine comments regarding the rather lengthy 
period of time which it takes to dc a .complete 
sperm’ cotint. Since he has brought up the time 
factor, I might add that it was also necessary for 
us to drive 150 miles each time the counts were 
done. As to other drugs which might give a de- 
crease in spermatogenesis, I can only add that there 
are a number of preparations which we all use 
currently that give temporary. depression of 
spermatogenesis. 


In our studies to date we 
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“Experiences with the Fluorescent Treponemal 
' Antibody: Test. for Syphilis (FTA Test) _ as - 


SIDNEY OLANSKY, M.D., and GLENN E. McCORMICK Jr., M. D., Durham, N N.C. 


With the Technical Assistance af Mrs. Jane Mahaley 


The a of the er evaluation of - 


_ reactions in tests for syphilis has been stead- 
~ ily increasing. 
‘result of the decrease in. detectable clinical 
_ syphilis and the relative or real increase in 
.'so-called biologic false-positive reactions or 
‘BFPs. 
lization test or TPI test.of Nelson? satisfied 
the need for a test which could distinguish, 


with a high degree of sticcess, between trtie. 


syphilitic and false-positive. serologic tests 
for syphiliss The TRI test, however, is not 
readily available, is expensive and cannot 


be accomplished by other than highly- 


trained personnel. We were interested in a 
test which would give us. the same informa- 
tion as the TPI test but for which all the 


reagents necessary for testing could be pur-. 


chased at a reasonable price, and. which 
could be performed by other than’ highly 
trained. laboratory technicians. 


The results of the FTA test in a study 


recently completed by the Public Health 


Service called SERA or serologic evaluation - 


research assembly indicated that this test 
might be the answer to our problem. The 
facts illustrate that in this study the FTA 
test compared very favorably with the TPI 
and other treponemal tests. 


Submitted for publication July 30, 1959. 

Dr. Olansky’s present address i is Emory University 
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From the Department of Medicine, Seciion of 
Dermatology, Duke University School of Medicine. 
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This increase, in part, is a 


The Treponema Pallidtim Immobi-: 


- VDRL, KRP, FTA all Reactive = % 96 


On this basis we decided to evaluate this 


procedure. 


Method 


The method as published by Deacon? has been 
used throughout. The reagents used for the test 
were (1) dehydrated lyophilized treponemes (sup- 


- plied by the Venereal Disease Research Laboratory, 


Chamblee, Ga.) and (2) a commercial anti- 
human-globulin tagged with fluorescein iso thiocy- 
anate supplied by the Sylvana Chemical Company, 
Orange, N.J. 

The Meenas: are reconstituted with. sterile 
distilled water. The steps of the test are as follows: 

1. Two circles approximately 1 cm. in diameter 
are cut on a grease-free slide with a diamond 
stylus. 

2.. Antigen 0.01: ml. (treponeme suspension) is 


- placed within each circle and allowed to dry. 


3. The test serum, -0.03 ml. of 1:5 dilution, is 
added to the antigen-containing circles and rotated’ 
for 30 minutes at 100 rpm in an incubator at 37 C. 

4, The circles are rinsed with buffered saline. 

5. The slide is blotted dry gently with filter - 
paper. Approximately 0.03 ml. of fluorescein conju- 


gate is placed on each smear. 


‘6, The specimen is rotated in the incubator as ` 


before. 


7. A drop of mounting medium is placed on oS 


Aide: and.a cover glass applied. 


8. The slides may then be examined immediately 
or preserved by placing them in a refrigerator at 
4 to 10 C. ` 


Comparative Reilis m Sea Tested anh the 
VDRL Slide, KRP and FTA Tests 


1 
2. VDRL, KRP, FTA all Nonreactive 36- 
3: VDRL. Nonreaciive, KRP, and FTA Reactive 20 
4. VDRL. and KRP Nonreactive, FTA Reactive 5 
5. VDEL. Reactive, KRP. and FTA Nonreactive 17 
6. VDRL. and FTA. Reactise, KRP. Negative .$ 
7. VDRL. and KRP. Reactive, FTA Negative * 6 
TOTAL 189 


* Two of these had vegative TEY tests. . 
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Fig. 2.—Category E—treated late syphilis—232 specimens. 
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9. The slides were read with a Reichert micro- 
scope equipped with a 20-watt ultraviolet light 
source, 


Selection of Sera . 


All sera which were reactive in’ the 
VDRL test and/or the Kolmer-cardio. test 
n our Wassermann laboratory. were sub- 
lected to the Kolmer-Reiter protein test 
(KRP} and the FTA test. In addition, 
yery fifth specimen was tested by the two 
iforementioned tests: without. serological 
preselection. Where all tests agreed, no 
further information was sought. Where 
liscrepancies between tests occurred, addi- 
ional historical and clinical and serological 
nformation was sought in an effort to ex- 
lain the discrepancies. 


Results 


A total of 189 specimens were tested 
with all three, procedures. The table lists 
hese results. In lines 1 and 2 alletests agree 
ind need no further comment. In line 3 the 
results are compatible with the expectancy 
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in old syphilis, treated or untreated. The 
VDRL usually reverts to nonreactive before 
the treponemal tests in syphilis of long 


duration. The results in line 4 are also 


compatible with the usual course of, old 
syphilis. If the FTA test measures the same 
antibody as the TPI test, it would be the 
last antibody to disappear after treatment 
or time. Line 5 represents the presumed 
BFP reactions. In this group, the VDRL 
is reactive and the KRP and FTA tests are 
both nonreactive. This pattern would be 
possible in very early syphilis treated or 
untreated, but none of these patients was 
apparently in this category. 

Line 6 is more difficult to explain. On the 
basis of the test results alone, we might be 
inclined to interpret these ‘as false-negative 
KRP tests. Further study of these patients 
will be necessary. | 

To date, this information is not conclu- 
sive enough to warrant an opinion. The 
results in line 7 would superficially appear 
to represent false-negative FTA tests and, 
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Fig. 3—Diseases other than syphilis—74 specimens. 
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Fig. 4.---Category H——leprosy—29 specimens. 


indeed, this may be true of some of these. 
At one period during the study, we had 
some technical difficulty with the microscope 
which would have made it possible to read 
some tests as nonreactive which might have 
been reactive. We feel that all reactive re- 
sults are valid. 


No attempt has been made to speak in 
terms of percentages since the number of 
specimens is not large enough to justify 
this. We feel that this test has great prom- 
ise, and that it might ultimately be a more 


useful tool in the elucidation of the problem . 


of reactions in serologic tests for syphilis 
than the TPI test can be. 


Comment 


It would seem that apparently the FTA 


test measures the same antibody as the TPI ` 


test. In yet unpublished work, Deacon has 
~ been able to absorb the TPI antibody from 
serums which were previously reactive in 
the FTA test and which became negative 
in the FTA test following this absorption. 
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If this be the case, then the FTA test could 
become a reasonable substitute for the TPI 
test. It would have the advantage of bring- 
ing this type of information to the local 


‘laboratories, since it is possible to have all 


the . reagents commercially available and 
would require only that the testing labora- 
tory have a microscope equipped for visu- 
alizing fluorescent antibodies. The technique 
is not a complicated one to lzarn. 


} 


Conclusions 


Comparative results between the VDRL 
slide test, the KRP test, and the FTA test 
in 189 human sera are reported. - 

The FTA test apparently measures the 
same antibody as the TPI test. 

The FTA test shows great promise as a 
future aid in the resolution cf problems of 
interpretation of reactions in serclogic tests 
for syphilis. 

Section of Dermatology, Department of Medi- 
cine, Duke University School of Medicine. 
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ABSTRACT OF DISCUSSION 


Dr. Car. T. Netson, New York: Specific antitreponemal serologic tests for the diagnosis 
of syphilis and related treponematoses are based on the detection of humoral antibodies that 
apparently are different from the “reagins” responsible for the ordinary flocculation and 
complement fixation tests. In general, the specific antibodies (globulins) engendered during 
the course of treponemal diseases are relatively more heat-stable than reagins, and they are 
not removed from a reactive serum by absorption with Wassermanr.-type antigens. 

The first test that really afforded a means for detecting the preserce of specific treponemal 
antibodies was the TPI test. Despite its expense and complexity, it remains the test of 
reference, against which the newer and modified specific trepcnemal serologic reactions are 
judged. Because the TPI test is a very expensive and complicated laboratory procedure, an 
active search is being made for a simpler test which might employ dead (stock) treponemes 
in a stable form, or stable extracts of these organisms, as antigen, and which might be 

- uncomplicated enough to be done in routine serologic laboratories. In other words, we are 
_ seeking less expensive tests which are quicker and which might do away with the anaerobic 
conditions tieeded to preserve the motility of the treponemes as used in the TPI test. 


One of these newer modific&tions is the fluorescent treponemal antibody test. Whether it 
will attain an acceptable status where other modifications of the TPI. have ‘failed or have 
been found wanting, still will require a -great deal of additional study. To attain acceptance, 
the fluorescent treponemal antibody test must show a specificity approaching 99% and, at 
the same time, be highly sensitive. 


My interpretation of the data presented by Dr. Olansky to-day is perhaps not as hopeful 
or as charitable as his. The test of reference used in this study was a complement-fixation 
reaction employing Reiter protein. This is a promising test, but certainly one whose specificity, 
sensitivity, practical utility, and limitations have not yet been fully confirmed. 

To my mind, it would have been preferable to compare the results of- the fluorescent 
treponemal antibody test directly with those obtained with the now well-established TPI 
technique. This is ‘particularly true since, as Dr. Olansky intimated, the fluorescent treponemal 
antibody test is presumed to measure the same antibody as the TPI reaction. 

In any event, as far as the fluorescent treponemal antibody test is concerned, in Dr. 
Olansky’s hands, it showed disagreement with its specific test of reference in 18 or 20 of 
189 cases. Fourteen of these were positive disagreements in which the fluorescent treponemal 
antibody test was positive, and the test of reference was negative. There were also 4, or 
possibly 6, negative discrepancies, This suggests that the index of specificity of the fluorescent 
treponemal antibody test may be less than that required for general acceptance. 

The originators believe the fluorescent treponemal antibody tes: to be more, sensitive than 
the TPI test. Its specificity, however, remains to be proved, and, on the basis of the data 
presented by Dr. Olansky today, I should judge that this is still the case. I think he realizes 
this, and also that a great deal of additional investigation will be needed to establish the 
usefulness of this promising technique. 

-It was a pleasure to hear Dr. Olansky’s paper, and I congratulate him on his presenta- 
tion. We hope that he will pursue.these studies further in the months to come. I should 
like to ask Dr. Olansky if the anti-human-globulin used in his eens was goat or rabbit. 
Also, were the sera heated to 56 C before testing? E - 


Dr. Marion B. SULZBERGER, New York: I, too, want to thank Dr. Olansky for this 
presentation of work in a field which has certainly great usefu-ness still today, because of 
the larger ratio of sera giving biologic false-positives. I should like to ask him some questions. 
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First, I see New York University twice on the charts and one has the initial (M) after 
it, and after another there is the initial (K), I believe. Is that correct? I assume that these 
references refer to the serologic laboratory that was founded by Dr. Charles R. Rein in my 
department. 


. understand that in the work that has been done in Europe and also in this country by 
Reeim and later by -George Kostant and Louise Kelcec in our laboratory, there was good 
posi-ive correspondence between the Reiter Protein-Complement-Fixation Test and tke Trepo- 
nema Pallidum Immobilization Test, in a series of sera. That, I think, would answer at 
least in part Dr. Nelson’s comment or objection to the correlations of Dr. Olansky. I should 
like to ask if that is not correct, 


The second point I should like to raise is one which is more on theoretical grounds, and 
perhaps even more interesting. You know, there has always been discussion among immunol- 
ogists and serologists and dermatologists and syphilologists as to wherce come the antibodies 
in syphilis, that is, the “reagins” in the sera of syphilitics which react with beef heart and 
other mammalian organ extracts—the antibodies against lipoid components of organs. There 
has zlways been a theory—and it is a very important one—that the reason why one gets this 
sort of nonspecific positive-serologic reaction with organ extracts in syphilitic sera is that 
the antigens which produced these antibodies are substances derived from the body’s own 
orgars; in other words, lipid antigens released or formed by the body organs as a result 
of the syphilitic infection. Therefore, the antibodies will react in the test tube and in com- 
plement-fixation tests or precipitation tests with many different organ extracts. That is, of 
cours: a form of “autosensitization” or “autoimmunization.” Recently, at a very top-level 
immunological meeting, I heard this statement made again. 

_ Tre reason one could never find out if this was true, prior to the use of culture spirochetes 
like the Reiter treponemes, was that one never tested with treponemes except those, harvested 
from mammalian organs. One had to grow the treponemes in,rabbit testes or get them from 
syphil:tic livers or from some such organ source. Now that one has culture treponemes that 
have rever been in contact with organs, the question is whether when one adsorbs a Wasser- 
mann reaginic serum with the complete extract of these treponemes, one will adsorb out all 
of these “anti-organ antibodies.” If this is the case, it is quite possible that all of these anti- 
bodies, including the anti-lipid Wassermann reagins, really would be derived from the exposure 
to treponemal antigens and not from exposure to organ antigens. 


The objection to this conclusion was voiced by Elvin Kabat, that the culture medium on 
which the Reiter treponeme is grown in vitro is a glycolate medium, and that contains 
peptones, and peptones come from organs, and so the treponeme may its2lf be carrying some 
organ antigen. However, I think that possibility is very remote, and we are investigating 
it now. 

Dr. Sipney OLansxy, Durham, N.C., (Closing): I am in complete agreement with Dr. 
Nelson as regards the TPI as our standard reference test. It has to be. It is the one we have 
had mest experience with. As far as the RPCF and KRP are concerned, we did not really 
try to evaluate them. We just ran them in parallel. We were using the VDRL as our szreen- 
ing test If the VDRL was reactive, then we went ahead and did these other things. I agree 
that the FTA is not a test yet. It is a procedure now. But I think it has good possibilities 
for beirg a test, though it needs more clinical evaluation, I am one who feels very strongly 
that no test is a diagnosis. A test is an aid to diagnosis, and then the individual must be 
observec. very carefully historically and clinically. 


In enswer ‘to Dr, Sulzberger, the specimens for the SERA study were collected from 
all over the country, well documented clinically, and sent to various laberatories for testing 
at the some time. New York University did cooperate in the study. 


With regard to RPCF and TPI, very many people have found very close correlation 
between these two tests. The difficulty is, that all RPCF tests are not she same. The im- 
portant ching is that the protein fraction be used for the antigen. Yet, many procedures are 
called RPCF, which employ other fractions of Reiter proteins, The best antigen seems to 
be that »repared by cryalisis. The RPCF has done very well in small clinical studies, and, 
we think, has great usefulness in the BFP problem, but, as Dr. Nelson has pointed out, it 
has not keen evaluated sufficiently as yet to be used routinely. I think wkat Dr. Nelson would 
like to se is some standardization, so we can talk about a single standardized antigen to 
te used .n the RPCF test. 
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On the question about reagin, we have some interesting information on that from our 
Sing Sing study, as some of you may remember. When we injected dead organisms into 
our patients, we got no rise in the STS titre, that is, the nontreponemal tests. On the other 
hand, when we injected living organisms, we did observe increased titres, We inferred from 
this that reagins resulted from a reaction of spirochete with tissue, and that the spirochete 
was acting as a hapten there, because, on injecting dead spirochetes, the whole organism did 
not produce such a reaction. 


Announcements 


Earl D. Osborne Fellowship in Dermal Pathology.—This fellowship, sponsored by 
the American Academy of Dermatology and Syphilology, is to provide annually the opportunity 
for study and training in dermal pathology to a postgraduate student who has completed 


satisfactorily at least one year or preferably two years of training in dermatology. The 


stipend is $4,000 a year, divided into four quarterly payments during the year’s fellowship. 
The period of training will be spent at the Armed Forces Institute of Pathology, Washington, 


D.C., the appointment being subject to approval by the director of the Institute. The Ameri- 


can Board of Dermatology and Syphilology, Inc., has approved the Institute as an institute for 
one year of training. -` 7 

It must be emphasized, however, that a student must complete one year of graduate train- 
ing, either before or after completion of the Osborne F ellowship, in an institution approved 


‘by the Board for three. years of training. The primary purpose of the Osborne Fellowship is 


to train dermatologists in dermal pathology. The large amount of material in dermal pathology 
on hand at the Institute will be available for study, and original research may be pursued 
under the direction of the chief of the dermal pathology section of the institute. 
Dermatologists in training who are interested in this fellowship may obtain application 
blanks from Dr. Hamilton Montgomery, Chairman of the Committee on Pathology of the 
American Academy of Dermatology and Syphilology, 200 Ist St. Southwest, Rochester, Minn. 
The next available appointment begins July 1, 1961. Early application is urged and as a rule 
applications will not be considered after Sept. 1, 1960, for the July 1, 1961, appointment. 


Psoriasis Research Award—The Department of Dermatology, Baylor University 
College of Medicine, Houston, Texas, announces the Mr. and Mrs. J. N. Taub International 
Memorial Award for Psoriasis Research; 

This annual award of one thousand dollars was established in 1957 by Carol and Henry 
J. N. Taub in honor of their grandparents, Mr. and Mrs. Henry J. N. Taub. The establish- 
ment of this ten-year program carried with it the hope that the award will be the instru- 
mentality by which a cure may be developed to alleviate one of the problems of mankind. 

The award is designated for the person or group who has done the most outstanding in- 
vestigative work in this field. Results of the research must have been presented before a 
dermatological medical society or published in one of the recognized medical journals during 
the calendar year. The name of any applicant for the award, together with supporting data, 
should be submitted for consideration by Dec. 31 of the same year. 

The recipient of the award will be determined by a committee composed of distinguished 
dermatologists from various sections of the country. Ii, in the opinion of the committee, a 
given calender year fails to yield a deserving contribution, the award will not be given. Address 
all communications to John M. Knox, M.D., Department of Dermatology, Baylor University 
College of Medicine, Houston 25, Texas. 
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Griseofulvin, Clinical and Experimental Studies 


HARRY M. ROBINSON Jr., M.D.; RAYMOND C. V. ROBINSON, M.D.; EUGENE S. BERESTON, M.D.; 
L. LAVAN MANCHEY, Ph.D., and FREDRICK K. BELL, Ph.D., Baltimore 


Griseofulvin, an antifungal antibiotic 
agent isolated from Penicillium griseoful- 
vum by Oxford et al} in 1939, has proved 
to be effective on oral administration in the 
treatment of certain superficial mycoses. 
The initial clinical report of Williams, Mar- 
ten, and Sarkany? indicated that the drug 
produced objective improvement and rapid 
relief of subjective symptoms in patients 
_with Trichophyton rubrum infections and in 
tinea capitis due to Microsporum audouini. 
The study by Blank and Roth? confirmed 
these ‘results with controlled experiments 
using a large number of patients with a 
variety of superficial mycotic infections. 
OCHs 


CH30 O 








CH30 


C] 
Fig. 1—Chemical structure of griseofulvin. 


The chemical structure of griseofulvin 
has been established by several investiga- 
tors.*8 A method of bioassay against Alter- 
naria solani using a modification of the 
Botrytis allii hyphal curling assay was de- 


Submitted for publication Aug. 10, 1959. 

Dr, Joan Raskin, Resident in Dermatology, par- 
ticipated in preparing case reports and assembling 
laboratory data. 

Read before the ¥9th Annual Meeting of the 
American Dermatological Association, Inc., Atlan- 
tic City, N.J., June 2, 1959. 

eFrom the Division of Dermatology of the De- 
partment of Medicine, and the Department of 
Pharmacology of the University of Maryland 
School cf Medicine. 

The materials used in this study were supplied 
by Dr. G. Kenneth Hawkins of the Schering 
Corporation, Bloomfield, N.J. and Dr. Gavin Hil- 
dick Smith of the Johnson and Johnson, New 
Brunswick, N.J. 
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scribed by Gentles® who also claimed that 
he could demonstrate the presence of gris- 
eofulvin in the hair of guinea pigs previ- 
ously treated with 30 to 40 mg. per kilogram 
daily for 23 consecutive days. He proposed 
the theory that the eradication of mycotic 
infections by griseofulvin was due to its 
incorporation in keratin. 

The absorption, excretion, utilization by 
tissue, and mode of action of griseofulvin 
are obscure. The published dosage sched- 
ules *3 are effective but the optimum daily 
dose has. not been established. 

The present study was initiated to deter- 
mine the vafue of griseofulvin in the treat- 
ment of a variety of superficial mycotic 


infections, to determine the optimum daily 
. dose of the drug, and to perform experi- 


ments on absorpticn, utilization, excretion, 
and the development of resistant strains. 

Griseofulvin (Cyz7Hy7O,Cl) is an odor- 
less, white, thermostable substance which 
has some cytotoxic properties similar to 
those of colchicine. It is relatively insoluble 
in water and olive oil but is soluble in ethyl 
alcohol, carbowax 300, chloroform, acetone, 
and butyl acetate. Gelatin capsules and 
compressed tablets, each containing 250 mg. 
of griseofulvin, were used in the clinical 
studies. ` The laboratory experiments were 
conducted with pure powdered griseofulvin, 
furnished expressly for this purpose. 

The clinical studies were performed on 
ambulatory patients in the authors’ private 
practices and the out-patient clinic of the 
University Hospital. The blood absorption 
and urine excretion studies were performed 
on University Hospital house cfficers and 
in-patients, to insure proper administration 
of medication and collection of specimens 
for these critical studies. One author 
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(H. M. R. Jr.) was used as a control for 
absorption and elimination studies. The 
animal studies were conducted in the phar- 
macology laboratory and the in vitro studies 
were performed in the dermatological re- 
search laboratory. 


Experimental Studies 


Determination of Griseofulein in Biologi- 
cal Fluwids—The method of Ashton and 
Brown 1° for the spectrophotometric assay 
of fermentation samples was used in this 
study to develop a method of analysis for 
griseofulvin in biological fluids. 


In the present study, redistilled butyl ace- 
tate was used, and that fraction which 
boiled at 126 C was employed in all experi- 
ments. Pure griseofulvin powder, dissolved 
in butyl acetate, was used to prepare stand- 
ard solutions containing 5, 10, 15, 20, and 
25 mec. per milliliter. Using a Beckman 
model DU spectrophotometer, the absorp- 
tion spectra of these solutions between 280 
and 300 ma were measured. The results 
(Fig. 2) locate the absorption maximum at 


ABSORBANCY 


ABSORBANCY 





280 290 300 


WAVE LENGTH 


Fig. 2.—Absorption spectra, between 280 and 
300 mu. of solutions of griseofulvin in butyl ace- 
tate. 





A—25mp per cc. mcg. per cc. 

B—20my per ce. | 

C—Il5my per ce. ; . _ Fig. 3—Relation between absorbency and con- 
D—1l10my per cc. centration of solutions of griseofulvin in butyl ace- 


E— 5myp per ce, tate. 
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289 mp and-yield a value of 690 for the 
specific absorbency (E[1'%/1 cm.]). Ashton 


and, Brown reported 289.25 my and 705 


‘ as the values for these two constants. Fig- 
ure 3 represents the absorbency values at 
289°mp (as shown in Fig. 2) against the 
corresponding concentration of griseofulvin. 
The resultant straight lime was used as the 
analytical standard for the other studies. 
1. In Vitro Recovery of Griseofulvin 
from Blood.—To test for the efficiency of 
-butyl acetate as an extractant for griseoful- 
vin from biological fluids, oxalated whole 


blood obtained from a dog by venipuncture _ 


was used. Portions of the blood to which had 
been added known quantities of griseofulvin 


were extracted with butyl acetate at differ- 


ent volume ratios of blood to the extractant. 
The blood and butyl acetate were agitated 
. together by hand continuously -for five min- 
utes, in glass stoppered centrifuge tubes. 
Following this the liquid layers were sepa- 


rated by centrifugation. The supernatant - 


layers were drawn off carefully into quartz 
tubes and measured spectrophotometrically 


at 289 my. In this manner, concentrations 


of 20 and 40ug. per milliliter were recov- 
ered from blood quantitatively. For the 
routine examination of blood and urine 
specimens a ratio of 1 ml. of either of these 
fluids to 5 ml. of butyl acetate was adopted 
for extraction and spectrophotometric meas- 
urements. . 

2. In Vivo Recovery of Griseofulvin.— 
Griseofulvin, 100 mg. dissolved in 5 ml. of 
polyethylene glycol- 300 (carbowax-300), 
and further diluted with 2 ml. normal 
saline, was injected into the saphenous vein 
of a male dog (weight 12 kg.). Twenty 
minutes following the injection, blood was 
withdrawn by venipuncture into an oxalated 
tube and examined by the method previ- 
ously described. No griseofulvin was re- 
covered. The same reading was obtained 
as observed on the specimen withdrawn 
prior to the administration of griseofulvin. 

3. Observations on Griseofulvin Absorp- 
tion and Excretion in Man.—In view of the 


fact that the xanthines, caffeine, and theo- 


106/68 


A, M. Al ARCHIVES OF DERMATOLOG: 


phylline, have optical absorption propertie 
approximating the griseofulvin absorptio 
maximum at 289 my, it was considered in 
portant to assess the possible influence c 
ingestion of xanthine-containing beverage 
in griseofulvin determinations. A normi 
adult man, weighing 82 kg., who had nc 
ingested griseofulvin, was used as the sut 
ject for this experiment. A fasting bloo 
specimen was placed in. an cxalated tuk 
and examined by the method previously de 
scribed. No abnormalities were observe 
in the absorption spectrum. This man wa 
given three cups of strong tea and 300 m; 
of citrated caffeine and two hours late: 
blood was drawn for study. This specime: 
subjected to spectrophotometric analysi, 
gave a plasma reading corresponding t 
3ug. per milliliter measured as griseofulviz 

4. Griseofulvin Levels in Plasma an 
Urine of Human Subjects.—Several pi 
tients, in whom drug administration an 
collection of specimens could be accurate] 
controlled, were used as subjects for th: 
study. In view of the uniformity of th 


findings, and to avoid repetition, the result 


of only one of these studies will be include 
in this report. Base-line blood and urir 
studies were performed prior to the admir 
istration of griseofulvin. A daily dose c 
one gm. of griseofulvin, in divided dose 
was administered to an adult male weighin 
80 kg. beginning March 27, 1959. Twenty 
four-hour specimens of urine were collecte 
following drug administration and bloo 
samples were drawn into oxalated tube 
each morning. The results are as follows 


Biood concentration : 
March 28, 1959, 
ml. plasma’ 
March 29, 
ml. plasma 
March 30, 
mi, plasma 


griseofulvin O.5yug 


1959, griseofulvin 0.34g 


1959, griseofulvin 0.4y2g 


Urine concentration: 
12:00 noon March 29, 12:00 noo 
March 30, 2.36ug/ml. 
12:00 noon March 30, 12:00 noc 
= March 31, 1.28ug/ml. 
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Effect of Griseofulvin- on Experimertal 
M. Canis Infections in Guinea Pigs—The 
bellies of three guinea pigs were shaved and 
a suspension of M. canis was massaged into 
the denuded areas. Clinical evidence of in- 
fection did not develop, and direct micro- 
scopic examinations were negative. One pig 
developed moderate scale formation at the 
site of: inoculation but the Wood’s light 
examination and direct microscopic examira- 
‘tions were negative; however, a culture 
taken from this site was positive for M. 
canis. A biopsy was performed and the 
section stained with the Hotchkiss-Mc- 
Manus stain but no hyphae were observed. 
An unsuccessful attempt was made to pro- 
duce infection in one guinea pig by an intra- 
dermal injection of a suspension of M. 
canis into the skin of the abdomen. After 
one month, the abdomen was again shaved 
and a suspension of M. canis was massaged 
into the denttded areas Four days later the 
inoculation site was covered with profuse 
scale formation and the Wood’s light exam- 
ination revealed typical greenish fluores- 
cence. A biopsy was obtained and the 
sections stained with the Hotchkiss-Mc- 
Manus stain. Hyphae were observed in the 
stratum corneum. This guinea pig was fed 
a daily dose of 20 mg./kg. of griseofulvin 
mixed in molasses. One week later the scal- 
ing had almost disappeared, and the Wood's 


light examination was negative for fluores-. 


cence. Another biopsy was: performed at 
this time but no hyphae were found. 
Resistance Studies—In an attempt tc 
develop in vitro resistant strains of der- 
matophytes, organisms. were successively 


transferred to Sabouraud’s glucose agar- 


containing increasing concentrations of gris- 
eofulvin. Colonies were first grown on 
media containing O.lug./cc.; when growth 
was well established, a transplant was made 
to another tube containing 0.25pg./cc. and 
was again transferred to the same concen- 
tration after growth was established. Thus, 
each organism was allowed to grow for two 
generations in each concentration. The con- 
centrations used were: O.lug./cc.; 0.25 yg./ 


Robinson et al. 


these phenomena are being made. 


administered daily in divided doses. 
‚adverse reactions were encountered. Treat- 


6 O.5ug./ec.;  1.0ug./ce.3 
10.0ug./cc., and 15.0ug./ce. 
The organisms used in this study were 
Trichophyton rubrum, T. mentagrophytes, 
Microsporum audouini, M. canis, and Can- 
dida albicans. The results with T, rubrum 
were too erratic to justify any conclusion. 
The in vitro development of resistance to 
griseofulvin by T. mentagrophytes, M. canis 
aid M. audouini seems to be assured. 
Changes in morphology of the organisms 
were noted and further observations on 
Candida 
albicans is resistant in concentrations of at 
least 15yug./cc. These preliminary observa- 
tions ate being ras by further 
studies. 


5.Oug./cc.; 


Clinical Studies 


Dosage schedules varied from single 
doses of 250 mg. of griseofulvin daily to a 
total daily dose of 1.0 gm. in an attempt to 
arrive at the optimum dose. In the majority 
of instances, children up to 12 years of age 
were given a total daily dose of approxi- 
mately 25 mg. per kilogram. 

Tinea capitis (Table 1).—Fifty-three pa- 
tients. with tinea capitis were treated with 
orally administered griseofulvin. In all in- 
stances the diagnosis was established by 
culture. Forty-six of these children had 


"M. audouini infections and 7 had M. canis 


Approximately 25 mg./kg. was 
No 


infections. 


ment was initiated in four children with M. 
audouini infections, using total daily dose.of 
250 mg. of griseofulvin but, when no im- 
provement was noted after four weeks, the 
dose was increased to 0.5 gm. and in four 
more weeks the infection cleared. In the 
earlier studies an electric clipper was used 
in’ the clinic or office to remove the hair 
from the infected heads.’ This procedure 
was repeated each week until normal hair 
growth was noted, and Wood’s light exam- 
inations were negative. In view of the fact 
that the absence of fluorescence does not 
mean the absence of infection, patients were 
not considered cured until two successive 


107/69 


$ 


TABLE 1.—Tinea Capitis Treated with Griseofulvin 
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Total 
te No.of Average en as 
‘Organism Patients Age ' Duration of Disease 
- ‘ g j l - i ‘ is 7 ` 
M. auđouini . 4 3to6 yr. ` 3 wk. tò 6 mo. 
32 3 to 9 yr. 1 yr. in one case; from:3 ` 
wk. to 2 mo in the others. - 
10 6 to 12 yr. 14 mo. in one case; L to3 
i mo. in the others. | 
M. canis 1 - 15mo. 2wk. 
4 3 to 6 yr. 1 wk. to 3 mo. 
2 3igyr.( imo. 
8yr. (2) 


: Duration. 
Total | of 
Daily. Treatment - 
Dose (Gm) (Wk Results 
0.25 4 No improvement noted in any case. 
Ea When the dose was increased to 0.5 
zm. daily, all 4 patients responded 
l in 4 to 5 wk. 
0.5 2to6 Twenty patients obtained a satis- 
factory result; twelve patients have 
- improved but are still under treatment 
0.76 , § (6) AN patients obtained satisfactory 
6 (3) results i 
7 (0) 
0.25 5 Marked improvement; still under 
treatment l 
0.5 5 All patients obtained satisfactory 
results 
0.75 § Both patients obtained satisfactory 
results 





negative cultures were obtained. New hair 
growth usually became apparent three weeks 
after initiation of griseofulvin therapy, and, 
in five weeks, the infection. was cleared. It 
was possible to obtain positive cultures from 
the free ends of hair in the infected areas 
until it was replaced by healthy new growth. 
All seven patients with M. ‘canis infections 
of the scalp were completely cleared after 
5 weeks of griseofulvin therapy. | 
Onychomycosis (Table 2) —Twenty-four . 
patients with onychomycosis were treated 
with orally administered griseofulvin. In 
all instances the diagnosis was established 
by culture. Twenty-three of these patients 


had varying degrees of involvement. of the 


‘toenails and fingernails due to T, rubrum. 


In 9 of these, the fingernails were involved, 
in 5, the toenails were involved, and in the 
other 9, both toenails and fingernails were 
affected. One patient had involvement of 
the nails on only one hand, due to T. men- 
tagrophytes.-. Eight patients were treated 
with a total daily dose of 0.75 gm. of griseo- 
fulvin daily in divided doses and 16 patients 
were treated with 1.0 gm. daily in divided 
doses. The response to treatment in all pa- 
tients was the same regardless of the causa- 
tive organism or the dosage schedule used. 
New growth became apparent in. the finger- 


TABLE 2.—Onychomycosis Treated with Griseofulvin 





Duration Total Duration 
No. of of Disease Daily of 
Organism Patients Extent of Disease. (¥r.) Dose Treatment Results 
T. rubrum 9 Fingernails only 3-15 (3) 0.75gm. 8tol2wk. New nail growth apparent in 3 wk.; nails 
(6) 1.0 gm. continue to grow; in 6 patients nall growth 
e is almost complete; cultures from distal 
. end still positive i 
5 Toenails only 3-10 (1) 0.75 gm. 12 wk.; all New nail growth becomes apparent in 5 to 
i ; ar (4) 1.0 gm. patients _ ta 8 wk.; improvement continues slowly 
still under : 
; treatment 
9 Toenails & finger- 2-15 (8)0.75 gm. 3 to l4 wk.; Fingernails began to improve in 3 wk.; normal 
nails (6) 1.0 gm. patients neil growth is aimost complete in two pa- 
still under tients; new toenail growth begins in 5 to 8 
treatment wk. and progresses slowly 
T, menfa- 1 Nails on one hand 3 0.75 gm. 8 wk.; still New fingernail growth apparent in 3 wk. 
grophytes under and almost complete in 8 wk. 
: treatment 
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Fig. 4—Onychomycosis of 15 years’ duration due to T. rubrum. Treatment initiated with 
250 mg. griseofulvin four times daily on Jan. 6, 1959. 


B—New nail growth appeared in 3 weeks. 


nails three weeks after initiation of therapy 
and proceeded at a rate of approximately 
one mm. a week. The results in these pa- 
tients were documented at periodic intervals 
by photography, using the same camera and 
the same factors of distance and exposure. 
It has been possible to culture viable fungi 
from the distal ends of all the fingernails, 
even from those patients where new nail 
growth is almost complete. After 11 weeks 
of treatment, new nail growth was almost 
complete in those patients who had been 
under treatment for that length of time. 
The appearance of new growth in the toe- 
nails is much slower and first becomes ap- 
parent five to eight weeks after initiation of 
It has been 
possible to culture viable fungi from the 
distal ends of the toenails of patients even 


treatment with griseofulvin. 


TABLE 3.—Tinea Crurts 








Duration 
No. of of Total Daily 

Organism Patients Disease Dose (Gm.) 
T. rubrum 4 3-15 yr. 1 

1l 2 yr. 0.5 
T. menta- 1 2 yr. 0.5 

grophytes 

E. floccosum l 2 yr. 1.0 

1 6 mo 0.5 


where new growth is well-established. All 
patients with fingernail and toenail involve- 
ment are still under treatment with griseo- 
fulvin at the time of this report. 

Tinea Cruris (Table 3).—Five patients 
with tinea cruris which varied in duration 
from 6 months to 15. years were treated 
with orally administered griseofulvin. Two 
of these patients had T. rubrum infections, 
one patient had a T. mentagrophytes infec- 
tion and two had Epidermophyton floccosum 
infections. Three of these patients received 
0.5 em. of griseofulvin in divided doses daily 
and the other two patients received 1 gm. 
in divided doses daily. In all instances, itch- 
ing ceased in 48 to 72 hours regardless of 
duration of lesions. Clinical improvement 
became apparent in one week and involution 
of lesions was complete in from four to six 











Treated with Griseofulvin 
Duration of 
Treatment $ 
(Wk.) Results 
6 Involution of lesions and negative cultures in 
6 wk. a 
4 Involution of lesions & negative cultures in 
a 4 wK. 
4 Involution of lesions & negative cultures in 
4 wk. 
5 Involution of lesions & negative cultures in 
5 wk. i 
4 Involution of lesions & negative cultures in 
4 wk. 
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weeks. It was possible to obtain positive 
cultures from all patients until all clinical 
signs had disappeared. 

Tinea Corporis (Table 4).—Fourteen pa- 
tients with tinea corporis were treated with 
orally administered griseofulvin. Ten of 
these patients had T. rubrum infections 
which varied in duration from 3 months to 
15 years and 4 had M. canis infections of 
one to two months’ duration. The most 
dramatic effect was obtained in those pa- 
tients who had had extensive T. rubrum 
infections involving large portions of the 
body for 5 to 15 years. In all instances the 
itching subsided in from one to five days 
and clinical improvement became apparent 
in one week. Involution of lesions was com- 
plete and cultures were negative in four to 
nine weeks. Those patients who had in- 
volvement of the palms noted that the scal- 
ing subsided in three weeks and, for the 
first time in from 3 to 10 years, the palms 
again became moist and assunfed a normal 
appearance. The four patients with M. 
canis infections noted a cessation of itching 

pees in 24 to 72 hours and marked clinical im- 
Fig. 5. A—Tinea cruris of 3 years’ duration, provement was observed in one week. In 


due to E. floccosum. Treatment initiated with 250 all instances cultures were negative and the 
mg. griseofulvin three times daily on Jan. 9, 1959, l 

B—Improvement was noted in 1 week. This lesions had disappeared at the end of four 
picture was taken on Jan. 30, 1959. Cultures were 


negative at this time. 





weeks. 


TABLE 4.—Tinea Corporis Treated with Griseofulvin 
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No. of Sight & Extent Duration of Total Daily Duration of 
Organism Patients of Involvement Disease Dose Treatment Results 
T.rubrum 1 Nails, trunk, extrem- 15 yr. 1.0 gm. 14 wk, Trunk and extremities improved in 1 
ities, & crural area wk.; new nail growth noted in 3 wk. 
still under treatment 
4 Lesions limited to 3 mo. 1.0 gm.(1) 9 wk. (1) Lesions healed and cultures were 
one hand to 5 yr. 0.75 gm.(3) 6 wk. (1) negative in 6 to 9 weeks 
-8 wk. (2) 
1 Both sides of 5 yr. 0.75 gm. 4 wk. Subjective symptoms subsided in 
buttocks 1 wk.; lesions involuted and 


cultures were negative after 4 

wk. of treatment 

1 Both palms 10 yr. 0.75 gm. 5 wk. Scaling subsided in 3 wk.; all lesions 
completely disappeared and 
cultures were negative im 5 wk. 


2 Extensive lesions on 10 yr. (1) 0.75 gm. 6 wk. (1) Patient treated for 6 wk. is free of 

trunk 13 yr. (1) 4 wk. (1) of lesions; patient treated for 4 wk. 
š is still improving 
M. canis 1 Lateral aspect of 2 yr. 0.75 gm. 3 wk. Lesions cleared in 3 wk. 

left leg 

1 Lesiens on both 2 mo. 0.5 gm. 4 wk. Lesions cleared & cultures were 
arms negative 

1 Lesions on chest 1 mo. 0.75 gm. 4 wk. Lesions cleared & cultures were 
& arms negative 

2 Lesions on legs, arms, 1 mo. 0.75 gm. dwk. Lesions cleared & cultures were 
& trunk negative 





Fig. 6. A—Tinea pedis of 12 years’ duration 
ue to T. rubrum. Treatment was initiated with 
‘riseofulvin 250 mg. three times daily on Feb. 9, 


959. 


B—Itching subsided in 3 days. Clinical improve- 
nent was noted in 2 weeks. The above picture was 
aken on March 16, 1959. 


Tinea Pedis (Table 5).—Eighteen pa- 
tients with tinea pedis due to T. rubrum, 
T. mentagrophytes, or E. floccosum were 
administered griseoful- 
vin. The duration of the infection varied 
from 5 months to 15 years. Three patients 
were treated with a total daily dose gf 0.5 
em. of griseofulvin daily in divided doses. 
Nine patients received 1.0 gm. of griseoful- 
vin in divided doses daily and 6 patients 
were given 0.75 gm. of griseofulvin daily 
in divided doses. Subjective symptoms sub- 
sided in 5 to 14 days. Clinical improvement 
was noted after two weeks of griseofulvin 


treated with orally 


therapy. It was possible to obtain positive 
cultures from these patients until all clin- 
ical signs had disappeared. In nine patients 
there was involution of lesions and cultures 
were negative in from 6 to 8 weeks. The 
remaining 9 patients have shown marked 
improvement but are still under treatment 
at the time of this report. Improvement 
proceeded at a much slower rate in the two 
patients with T. rubrum infection who were 
treated with a total daily dose of 0.5 gm. 
of griseofulvin. 

Toxicity Studies—Hemograms, urinaly- 
ses, liver function studies, and clinical ob- 
servations performed before, during the 
treatment course, and after the completion 
of griseofulvin therapy did not reveal any 


abnormalities. One patient complained of 


TABLE 5.—Tinea Pedis Treated with Griseofulvin 
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Total Duration 
Duration Daily of 
No. of of Dose Treatment 
)rganism Patients Disease (Gm.) (Wk.) 
C. rubrum 2 T tos yr. 0.5 8 
4 1 to 5 yr. 0.75 6 (1) 
8 (2) 
9 (1) 
7 15 yr. (2) 
10 yr. (2) 6 (2) 
2% yr. (1) 1.0 8 (3) 
1 yr. (2) 4 (3) 
r. menta- l 5 mo, 0.5 6 
grophytes 
2 lyr. & 0.75 6 
2 yr. 
E. floccosuni 2 2to5 yr. 1.0 6 


Results 


Sealing and erythema disappeared in 2 wk.; nails began to 
show improvement in 3 wk.; and are continuing to grow; 
still under therapy 

Lesions on hands & feet improved in 2 wk. & new nail 
growth appeared in 3 wk.; improwement continues; still 
under therapy 

Palmar, plantar, and interdigital involvement cleared in 6 
to 8 wk. in 4 patients; three patients still under treatment 
are improved; nails were not involved z 


° 

Subjective symptoms subsided in one wk.; lesions were almost 
clear in 3 wk. and completely clear in 6 wk. 

Subjective symptoms subsided in one to two wk.; objective 
improvement was apparent in 3 wk.; involution of lesions 
& negative cultures in 6 wk. 


Subjective symptoms subsided in one to two wk.; objective 
improvement was apparent in 3 wk.; involution of lesions 
& negative cultures in 6 wk. 


mild diarrhea but it was not severe enough 
to necessitate termination of treatment. 
Three patients with a history of penicillin 
sensitivity failed to develop an adverse re- 
action to griseofulvin administration. 


Comment 


Ex perimental Studies.—Although grise- 
ofulvin possesses demonstrable clinical value 
in the treatment of certain superficial fun- 
gus infections, the method by which it 
produces improvement remains obscure. 
Administration of this drug by mouth does 
not result in impressive levels in blood or 
urine when considered in relation to the 
quantity given. This observation appears 
to be compatible with the low solubility of 
this agent in aqueous fluids and possibly 
with limited absorption from the gastroin- 
testinal tract. It is possible that a metabo- 
lite, rather than griseofulvin per se, may 
be the substance responsible for clinical im- 
provement. This theory is supported in part 
by the inability to recover griseofulvin from 
the blood following intravenous injection. 
Since it is possible to recover the drug 
quantitatively when added to blood in vitro, 
it is probable that some in vivo chemical 
and/or physical mechanism may bring about 
a transformation to such a form that it 
cannot be determined by the spectrophoto- 
metric method employed. 


The difficulty experienced in successfully 
inoculating guinea pigs with virulent strains 
of M. canis and the rapidity with which 
griseofulvin apparently successfully eradi- 
cated the infection casts a doubt on the 
validity of these experiments. The results 
obtained with griseofulvin therapy of in- 
fected guinea pigs in this study, closely 
parallels the findings reported by Gentles.44 
It is possible that the immune mechanism 
in the guinea pig is sufficiently active that 
successful experimental infection is difficult 
to accomplish, and that lesions which do 
develop in inoculated guinea pigs are super- 
ficial and spontaneously involute without 
therapy. This has been observed in previous 
experiments in the mycology laboratory of 
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the University of Maryland. In the evafua- 
tion of the effect of griseofulvin on experi- 
mental infection, guinea pigs are probably 
not satisfactory subjects. 


Preliminary in vitro studies included in 
this report suggest that dermatophytes 
which are susceptible to the action of griseo- 
fulvin may eventually develop strains which 
are resistant to this antibiotic. Gross cul- 
tural changes noted in these experiments 
may have been effected by the cytotoxic 
action of griseofulvin. 


Clinical Studies —The results of the clin- 
ical investigations, to date, indicate that a 
total daily dose of 25 mg. of griseofulvin 
per kilogram is adequate in children up to 
12 years of age. In adults, the optimum 
total daily dose varies between 750 mg. and 
1.0 gm. 


The results obtained in the treatment of 
53 patients with tinea capitis indicate that 
eradication of infection may bë obtained in 
five weeks in infections due to M. audouini 
or M. canis. The criterion for cure must be 
a negative culture, 


In the treatment of onychomycosis, clin- 
ical improvement first becomes apparent in 
fingernail lesions in three weeks and in toe- 
nail lesions in five to eight weeks. It is 
possible to obtain a positive culture of the 
offending organism from the distal ends of 
the nails even when growth is almost com- 
plete. All 24 patients with onychomycosis 
in which treatment with griseofulvin was 
initiated are still under therapy. It is esti- 
mated that a minimum period of five months 
of continued treatment will be necessary to 
eradicate completely onychomycosis in fin- 
gernail lesions and a much longer period 
will be necessary to produce a satisfactory 
result in toenail lesions. 


Griseofulvin treatment of tinea cruris 
produced relief of subjective symptoms in 
48 to 72 hours, regardless of the causative 
organism or the duration of the condition. 
Objective improvement began in approxi- 
mately one week and involution of lesions 
was complete in from four to six weeks. 
It was possible to obtain positive cultures 
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Fig. 7. A—Tinea corporis of 10 years’ duration 
due to T. rubrum. Treatment was initiated with 
250 mg. griseofulvin three times daily on March 


10, 1959. 


of the offending organism from each of the 
patients until all clinical signs had disap- 
a 


peared. F 

In the treatment of tinea corporis, griseo- 
fulvin produced relief of subjective symp- 
toms in from one to five days in all patients 
regardless of the causative organism or the 
duration of the condition. Involution of 
lesions was complete and cultures were neg- 
ative in from four to nine weeks in all 
patients. 

In the treatment of tinea pedis, griseoful- 
vin produced relief from subjective symp- 
Clinical 
improvement was also noted after two weeks 
of griseofulvin therapy. It was possible to 
obtain positive cultures of the offending 
organism from all patients until all clinical 


toms in five to fourteen days. 


signs had disappeared. Response to’ therapy 
in the treatment of tinea pedis is not as 
dramatic as in tinea corporis or tinea capitis. 
This is possibly due to the modification of 
the lesions by the location and environment. 

The toxicity studies performed during the 
course of this investigation indicate that this 
is a relatively nontoxic compound. 


Conclusions 


Griseofulvin, an antifungal antibiotic, is 
effective on oral administration in the treat- 
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Fig. 


week. 


7. B—Subjective symptoms subsided in 1 
Clinical improvement was apparent in 2 
weeks. The above picture was taken on April 14, 
1959. Cultures were negative at this time. 


ment of superficial mycoses due to M. 
audouini, M. canis, T. rubrum, T. mentag- 
rophytes, and E. floccosum. 

Clinical and experimental studies indicate 
that griseofulvin is fungistatic rather than 
fungicidal in action. 

The blood levels obtained by spectro- 
photometric examination using butyl acetate 
as an extractant are very low. 

The xanthines, caffeine, and theophylline, 
have optical absorption properties approxi- 
mating that of griseofulvin. 

The effect of griseofulvin on experimen- 
tal infection in guinea pigs indicates that 
these animals are probably not satisfactory 
subjects for such studies. 

Preliminary in vitro studies suggest that 
dermatophytes which are susceptible to the 
action of griseofulvin may eventually de- 
velop resistant strains. 


1209 St. Paul St. (2). . 
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ABSTRACT OF DISCUSSION 


Dr. Louis H. Winer, Beverly Hills, Calif.: I 
wish to congratulate Dr. Robinson and his as- 
sociates on a thoroughly scientific study, both ex- 
perimentally and clinically. 

We are unable to explain the inability to demon- 
strate griseofulvin electrophoretically in the blood 
of dogs 20 minutes after an intravenous injection. 
Being insoluble in water, it is possible to have been 
precipitated in the blood stream and phagocytized 
by the reticuloendothelial system. 

One patient, age 5 months, with tinea capitis 
due to M. canis of one week’s duration, we treated 
for nine days with 0.125 gm. per day, at which 
time he was negative both clinically and micro- 
scopically. Within seven days, there was a recur- 
rence, and we re-treated him successfully for 14 
days, using the same dosage. There has been no 
recurrence after one month, indicating that the 
organisms had not developed resistance to griseo- 
fulvin, as suggested by Dr. Robinson’s in vitro 
studies. 

At UCLA Medical Center, under the supervision 
of Dr: Thomas H. Sternberg and Dr. Victor New- 
comer, we have had under treatment since Dec., 
1958, 92 patients with superficial fungus, using 
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griseofulvin.* These included 35 cases with tinea 
capitis, due to M. audouini, 22; M. canis, ee y 
tonsurans, one, and due to E, floccosum, one. Fifty- 
two patients had infections due to T. rubrum. The 
glabrous skin, palms, soles, fingernails, toenails, 
or combinations thereof, were involved. Five other 
patients with infections due to other dermatophytes, 
such as T. mentagrophytes, T. tonsurans, and E. 
floccosum, were treated. The majority of cases of 
tinea capitis were cured within a period of three 
to five weeks after griseofulvin therapy was initi- 
ated. In five cases, kerion developed after a week 
of therapy but disappeared on continuation of the 
treatment. 

The rapidity of response to griseofulvin therapy 
depends upon the site involved. Generally, infections 
of the glabrous skin cleared in two to four weeks : 
infections of the palms and soles cleared in two 
to eight weeks; infections of the fingernails re- 
quired about two and a half to four months; and 
approximately two to three times that long will 
probably be required for clearing the infections 
of the toenails. 

The usual dosage of griseofulvin was 1 gm. 
per day orally for all patients weighing more than 
27.5 kg. or 60 pounds, and appropriate adjustments 
were made for patients weighing less than that. 
Although this dosage schedule was effective, the 
minimum or optimum dosage schedule is still -to 
be determined. Helpful in speeding recovery and 
preventing reinfection are shaving the scalp in T. 
capitis after 7 and 14 days of therapy, removal of 
the infected finger and toe nails two weeks to one 
month after therapy is begun, and treatment of 
eczematized skin with local applications, which 
have also been suggested by Gustav Riehl: 
(Hautarzt 10:136 [March] 1959), and by Dr. 
Pipkin and Dr. Ressman. 

We did not observe any abnormal blood changes 
of a chemical or cytologic character, and no seri- 
ous side-reactions to griseofulvin therapy were 
encountered. In two patients giving histories of 
penicillin sensitivity, transitory macular erythema 
or urticaria and _ vesiculation developed. These 
subsided after a 24-hour discontinuation of the 
drug and did not recur with the reintroduction of 
therapy. Other side-reactions in single patients 
were nausea, mild diarrhea, headache, and dryness 
of the mouth and throat. All of these disappeared 
as therapy was continued. The patient must be 
treated until all foci are destroyed, since the or- 
ganisms are not killed but only inhibited. This 
favors adjuvant local therapy. A reevaluation of 
topical fungicides seems advisable. 


* Supplied as Grifulvin through the courtesy of 
Gavin Hildick-Smith, M.D., Johnson & Johnson, 
and later through McNeil Laboratories, Inc., as 
compressed tablets containing 125 or 250 mg. of 
griseofulvin. 
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The preliminary results of treatment of super- 
ficial fungus infections with griseofulvin appears 
extremely encouraging, but the ultimate value of 
griseofulvin awaits long-term study. 

Dr. J. Water Wilson, Los Angeles: As you 
all know, this drug is nothing new. It was worked 
on in England for a great many years before 
anything was published. Dr. J. C. Gentles, who 
published the first paper indicating its possible 
worth in human infections, worked on it for a 
long time before he published anything. This is 
different from what happens in some other areas 
of the world. 

It is surprising now, after all these months of 
experimentation and acquiring of knowledge, how 
well his original dicta still hold true. He knew 
most of what we know now. Dr. Gentles did not 
claim to have been able to show that there were 
any concentrations of this drug in the blood of 
animals. He simply said that it comes out in some 
effective form in the keratin, and this I can con- 
firm, as have many others. The hairs, or portions 
of hairs, which are produced during the oral ad- 
ministration of this drug are resistant to this 
fungus. I do not know whether it is present there 
as the drug itself or ag some changed material, 
but it is an effective agent against- the growth of 
these fungi. 

Dr. James Lewis PIPKIN, San Antonio, Texas: 
I want to apologize for taking up your time again, 
but I do this mainly to defend myself. I have been 
chided and teased about the remarks that I made 
in regard to toxicity. Many seem to think that 
Texas is the only place where we get toxic effects 
from griseofulvin. 

All comments based on our experience with 
griseofulvin therapy of tinea capitis must be con- 
sidered of a preliminary nature, due to the limited 
number of cases and the short period of observa- 
tions. This study was started five months ago. 
Fifty patients with fungus infections so far have 
been treated, 42 being tinea capitis, the majority 
of these, 33, being of the T. tonsurans variety. 
Four cases were caused by T. violaceum. Five 
cases were recalcitrant microsporon infections. All 
cases were of long duration, ranging from 2 to 
30 years, all represented treatment failures, 4 fail- 
ing to respond to x-ray epilation. 


The therapeutic response was dramatic. I do not 
mean to intimate that they were all cured, but the 
response has been satisfactory, and we apparently 
cured a great majority of these cases. The cure 
resulted in four to five weeks in the endothrix 
infection and in five, six, to eight weeks in the 
Microsporum infection, the latter seemed a little 
bit slower to respond than the endothrix infections. 
The clinical response, the microscopic changes in 
the infected stub, and the mycological findings 
under treatment were essentially the same as re- 
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ported by the author and by Dr. Blank, Dr. Sulz- 
berger et al. 


The dose was based on weight, the maximum 
dose given was 2 gm. as a single dose and 1 gm. 
daily in divided doses over a protracted period. The 
usual adult dose was 0.75 gm. per day, divided and 
spaced at six to eight hour intervals. Children 
received an average of 0.5 gm., in like fashion. 
The minimum dose was 125 mg. of griseofulvin 
per day, which was used to determine the minimum 
effective dose. The drug was continued over a 
period of three to four weeks in the endothrix 
infection, and five to six to seven weeks in the 
Microsporum infection and longer in adults, par- 
ticularly where they had nail or skin complications. 


Now, a word regarding the toxicity of the drug. 
There were no consequential symptoms of toxicity 
observed in this conservative dose schedule. As a 
rule, the patient felt fine, experienced. no weight 
loss, and had no diarrhea. Two complained of 
discomfort in the epigastric region. Four had 
headaches. One child lost her appetite, and one 
became nervous, irritable, and had crying spells, 
and one was troubled with bad dreams and bed- 
wetting. After getting some of the blood counts 
back, I had the same symptoms ! 


Over 250 peripheral blood counts were done on 
these 50 patients, and the specimens were all col- 
lected from the vein. The blood was drawn in 
the midmorning, in all instances, and the count 
was being made before starting the treatment and 
repeated weekly during and after treatment for the 
first three months of the study. 


In no instances were there any significant 
changes in the hematocrit, red blood cell count, 
or platelet count; so, in short, while the study was 
done, this was discontinued in order to spare ex- 
pense. However, the white blood cell count and 
differential count have been continued and will be 
in the future. 


Eight children and one adult, approximately 
20% of the patients treated, showed a slight de- 
pression of the white blood cell count, with several 
patients exhibiting a mild relative lymphocytosis. 
The leukopenia in some and the definite drop in the 
white cell blood count from the original pretreat- 
ment level in others usually occurred about the 
third to the fourth week, rarely as late as the 
fifth week, after starting the treatment. The 
lymphocytosis occurred at about the same time hut, 
in a good many instances, a week later. 


* Pretreatment white blood cell counts in these 
children were in the following ranges: 


i P E 10,000 
re eT eT 9,300 to 9,500 
| Pere eer re 9,200 
r ET 7,500 
) OAE E 6,850 
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A 70-year-old woman had a pretreatment blood 
count of 6,750. In the children under treatment, 
the white blood cell count dropped 5,000 in one 
instance, 4,000 in one instance, 3,500 in two in- 
stances, 3,000 in one instance, 2,500 in one instance, 
and 2,200 in ene instance. The 70-year-old woman’s 
white °cell blood count dropped from 6,750 to a 
low of 4,200, a total of 2,250 cells, and, after one 
month of suspension of treatment, has returned to 
4,500, which is 2,200 less than she had in the 
original pretreatment level. This patient has had 
19 blood counts to date. Two children developed 
acute infections, one an acute otitis media, and the 
other an acute respiratory infection, and in both 
instances the white blood cell count increased to 
13,000 and 14,500 immediately. The polymorpho- 
nuclear count increased from 19 up to 70%. These 
and other findings would indicate that the leukocyt- 
ic response to acute infection is not too seriously 
interfered with. In all these children, with one 
exception, the white blood cell count and the dif- 
ferential have promptly returned to normal when 
the treatment was stopped. 

In one child, and in the 70-year-old adult woman, 
a low white count of 3,500 and 4,200, respectively 
was reached during treatment. In both instances 
there has been some improvement in the white 
count after discontinuing treatment, but after two 
months’ rest on the drug the count has not re- 
turned to the pretreatment level. 

Now, just what does this mean? I can not 
answer this, except to say that, possibly these few 
minor hematological side-effects from the drug 
have little significance if subjected to statistical 
analysis. However, on the other hand, it may be 
a warning sign. It may stress the importance of 
caution. These few deviations from the normal 
rather remind me of the experience with chloro- 
mycetin. I am of the opinion that a complete blood 
count should be done before starting treatment, 
and white and differential counts repeated at the 
third and fifth weeks, as a minimum laboratory 
guide during griseofulvin therapy, whether it be on 
the short-or long-term plan. 

Dr. Jonn G. Downtnc, Boston: I have been 
disappointed so many times with “wonder” drugs 
that I am a bit skeptical. However, each of these 
drugs has enhanced fherapy. 

I have used this drug on a few patients with 
Trychophyton rubrum infections of the glabrous 
skin, some of them very extensive. The first-known 
effect was a disappearance of itching in those so 
afflicted. Perhaps, if the drug does not cure aK 
fungus infectiens, it may be a very useful anti- 
pruritic. 

Dr. JAcop H. Swartz, Boston: I should like to 
ask Dr. Robinson whether he and his co-workers 
have done in vitro studies on the growth-stimu- 
lating effect of griseofulvin on various bacteria. 
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Reports on the stimulating effect of griseofulvin 
on Candida albicans are beginning to appear. Such 
studies are essential in order to avoid producing 
more serious infections by attempting to treat the 
superficial fungus infections. 

The statement that bacteria are insensitive to 
griseofulvin is not clear to me. Does it mean that 
the drug neither inhibits nor stimulates bacterial 
growth, or does it refer only to its growth-in- 
hibitory characteristic ? 

In our search for antifungal antibiotics, Dr. 
Ruth Burke and I found in in vitro Studies that 
the antifungal antibiotics with the greatest fungi- 
static or fungicidal properties proved to have the 
least inhibitory effect on the growth of bacteria. 
Our results, therefore, coincide with those reported 
on griseofulvin. 

Investigations such as those reported by Blank 
and Roth, Robinson and Bereston, and others are 
very important in determining the therapeutic value 
of a new drug. My warning is against the pre- 
mature release of this drug to the medical pro- 
fession. Further Investigation, over a longer period 
of time, should be allowed before such release. 

Martin, in his recent paper (J. Invest. Dermat. 
32:528, 1959), suggests that more work be done 
on the cytotoxic effects of the drug before it is 
proved suitable for the systemic treatment of the 
common dermatophytic infections in man. I sug- 
gest that more work should also be done on its 
growth-stimulating effect on bacteria and Candida 
albicans before permitting any abuse by the general 
medical profession of a drug which may prove 
most valuable in the treatment of the stubborn 
dermatomycoses. It would be a mistake to suggest 
its use in such superficial mycoses which can be 
treated satisfactorily with topical applications. Its 
extensive and prolonged use in such mycoses, in- 
cluding possible recurrent infections, may result 
in the development of resistant strains øf fungi, 
producing a problem, such as we now have with 
the bacteria, particularly the staphylococeus-resis- 
tant bacteria. I do not feel that this possibility can 
be excluded with the presently available data. 


Another thought occurs to me. The cytotoxic 
action of griseofulvin may prove useful in the 
treatment of certain tumors of the intestine, testes, 
and bone marrow, the organs in which its anti- 
mitotic action was particularly noted in experi- 
mental animals (rats) when large intravenous doses 
were administered. 


Dr. Rupotr L. Barr, New York: Dr. S A. 
Rosenthal, Dr, N. Goldfarb, and I also have carried 
on studies with griseofulvin in guinea pigs (Thera- 
peutic and Preventive Effects of Griseofulvin in 
Guinea Pigs, J. Invest. Dermat. to be published). 
We were able to infect regularly guinea pigs with 
Microsporum canis. We then assayed the effects of 
various dosage levels of griseofulvin on these in- 
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fections. It was found that at the higher dosage 
levels, such as 60 mg. per kilogram per day, the 
infections cleared faster than at the lower levels. 
However, all doses down to and including 15 mg. 
per kilogram per day were able to control the 
infections; 10 mg. per kilogram per day, while 
it had some effect after about nine days, as evi- 
denced by lessened erythema and crusting, did not 
cure the infections. Dosages of 3 and 6 mg. per 
kilogram per day were entirely ineffective. 

In our observations on the preventive dose of 
griseofulvin we infected groups of guinea pigs 
while they were on various doses of griseofulvin. 
It was found that the preventive dose is about 
two-thirds of the curative dose. Thus, 10 mg. per 
kilogram per day is sufficient to prevent infection 
in guinea pigs, even though it does not cure exist- 
ing infections. 

Our in vitro studies on the possible development 
of resistance to griseofulvin have not yet suffici- 
ently progressed to be conclusive. We also had 
the impression that some resistance developed to 
certain noninhibiting concentrations of griseofulvin. 
However, when fungi which appeared to have de- 
veloped some degree of resistance were transferred 
to Sabouraud’s, medium without griseofulvin, and 
then again were transferred to Sabouraud’s medium 
containing effective doses of griseofulvin, all evi- 
dence of resistance seemed to have disappeared. 

Dr. Leon GoLpMAN, Cincinnati: I am sure we 
all could talk on this subject for many a long 
and verbose day. Because of the imminent and 
premature release of this drug, I feel it is incum- 
bent upon us as dermatologists to know really a 
little bit more than the general practitioner who 
is going to get it at approximately the same time. 


The mutants in fungi are of considerable in- 
terest to us, since the culture changes show up 
so evident and so characteristically. We have been 
watching in our neighborhood for cultures on cases 
who have never had griseofulvin but who may 
have had contact with patients who have been 
treated with griseofulvin. We wish to know 
whether their fungi show any different type of 
cultural characteristics. There has been some sus- 
picion with a few cases of M. canis. Clinically, 
we have been unable to demonstrate resistance to 
griseofulvin of T. rubrum and T. mentagrophytes 
with repeated cultures obtained from so-called “re- 
lapsing” cases. 

In the laboratory of our mycologist, Dr. Jan 
Schwarz, experiments have been done similar to 
those of Dr. Wilson, by putting a little bit of 
griseofulvin at the corner of the agar bottle and 
have it diffuse gradually and produce curling on 
one edge of the gross culture. That is of great 
interest, because it shows how readily small quan- 
tities diffuse and affect the gross culture. We 
should like to get our griseofulvin to diffuse so 
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readily through keratin in our experiments with 
topical griseofulvin. 

I think, then, more study should be done on 
topical griseofulvin. With the new information that 
we have on keratinization, and especially diffusion 
through keratin, as opposed to percutaneous ab- 
sorption, which is a different process entirelf and 
probably not concerned with local fungous infec- 
tion, we may be able to increase the efficiency of 
topical griseofulvin. This can be done with new 
surfactants, with additives, because we, too, are 
concerned with the local overgrowth of C. albicans 
and wondered whether it plays any significant role 
especially in intertriginous lesions. 

As regards its toxic reactions, Dr. Sulzberger’s 
group has a lot of headaches. We have had a few 
in the Midwest. We have had some disturbing 
reactions of a feeling of disquiet, of “wooziness,” 
of fatigue, so that we are doing electroencephalo- 
graphic studies with pretreatment, treatment, and 
post treatment levels, to see if we can establish 
what has not been established in animal experi- 
ments, even with massive doses—any evidence of 
neurotoxicity. 

When you see, in the laboratory, these necrotic 
areas in the testes, on massive doses of griseo- 
fulvin, you become concerned about its possible 
toxic effects, although we cannot establish it clin- 
ically in any of our series. With our dosage in 
animals, comparative to present human dosages, 
our Laboratory of Mycology has not found any 
testicular lesions or changes in the fertility rate. 
But the geneticists tell us that we still may be 
having mutants formed, even though we detect no 
gross morphological changes. Therefore, we should 
have more data on chronic toxicity before griseo- 
fulvin is released for general use and abuse. 

Dr. Norman M. Wronc, Toronto: I thought 
you might be interested to know that this drug 
has been released in Canada by our Food and 
Drug Administration. The price to the patient will 
be $35 per 100. This, undoubtedly, will be ap- 
proximately the same price here when it is re- 
leased. The price that I was given for hospital 
use was about $19 per 100. 


We as dermatologists have urged very strongly 
that it should be on prescription only, and I am 
sure that you people feel as we do. I suggest that 
the American Academy and the American Derma- 
tological Association urge that this be followed by 
your Pure Food and Drug Administration. . 


We have one patient who developed widespread 
Candida albicans in the areas in which he had 
widespread T. rubrum infection. I believe that this 
antibiotic may pave the way for other similar 
antibiotics which may be more effective and less 
toxic, in the same way that penicillin paved the 
way for the “rash” of antibiotics which has des- 
cended upon us in the past fifteen years. 
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Dr. Harry M. Rosinson Jr, Baltimore (Clos- 
ing): I wish to thank the discussers. 

Since writing this paper, we have had three 
children with recurrent tinea capitis who were free 
of infection for periods of three to four weeks 
following treatment with griseofulvin, Unfortu- 
nately, there is a tendency on the part of physicians 
to neglect to do cultures before institution of treat- 
ment and not to use cultures as a criterion for 
cure. I would caution those who are treating pa- 
tients with tinea capitis that disappearance of 
fluorescence in the cases of M. audouini and M. 
canis infections does not mean that cure has been 
obtained. 

A long-term study is certainly indicated. I am 
greatly distressed to find that coincident with the 
American Medical Association meeting, this drug 
may be released for general distribution. It is 
much too premature. More studies must be done 
particularly with reference to toxicity. 

As far as the development of leukopenia is 
concerned, I can not quite understand it. We have 
carefully checked our results in 132 patients. Dr. 
Winer has treated 90 patients. We have both had 
blood pictures obtained before, during, and after 
treatment and have found no changes in the blood 
picture at all. 
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Likewise, having been associated with antibiotic 
investigations for many years, I should naturally 
look for C. albicans infections. To date we have 
not observed this development in any of our pa- 
tients. 

The dosage level has not as yet been accurately 
established. Our studies indicate that in the average 
adult, a dose of less than 1 gm. of griseofulvin 
per day would probably be ineffective, and the 
dosage we suggested for children is approximately 
accurate as we know it today. 

When Dr. Goldman mentioned the toxicity 
studies and the effect of the drug on the testes 
of animals, I wondered why somebody else had 
not mentioned this before. When this problem of 
the effect on spermatogenesis first came to light, 
I got in touch with the pharmacologists and we 
studied the literature. We found that nitrofurantoin 
(Furadantin) also produced a decrease in spermato- 
genesis. Dr. Figge of the Department of Anatomy 
had been working with the sulfonamides in mice 
for quite some time and found, in giving the 
sulfonamides to mice, in strains that previously 
had not exhibited this tendency, he was able to 
produce sterility in the second generation, using 
all the currently available sulfonamides except 
sulfathiazole. However, ft is not practical to apply 
the effect of any drug on mice to the effect of 
the same drug on man. Thank you. 


The Role of Psychogenic Factors in Skin Diseases 


ADOLPH ROSTENBERG Jr., M.D., Chicago 


The title of this article is possibly some- 
what misleading in that it is not an attempt 
to assess or to evaluate the role played by 
psychogenic factors in the production of 
skin diseases but only to record the attitude 
expressed by a number of leading dermatol- 
ogists with respect to the role of emotions 
in some common skin diseases and to record 
what these same dermatologists do about the 
effect of emotions on the skin diseases of 
their patients. The data were obtained from 
a questionnaire sent to the active members 
of the American Dermatological Associa- 
tion. The reasons for choosing the active 
members of the Américan Dermatological 
Association were: (1) that this is a repre- 
sentative group of American dermatologists 
from the point of view of both experience 
and geography; (2) it is a homogeneous 
group from whom it could be expected that 
a high percentage of returns would be ob- 
tained. Parenthetically, it might be remarked 
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that ordinarily one of the major difficulties 
in the utilization of questionnaires as a 
means of sampling the opinion of a group 
is the small percentage of returns. My con- 
fidence in the high yield of returns to be 
expected from the active members of the 
American Dermatological Association was 
more than justified in that out of 108 ques- 
tionnaries sent 107 replies were received. 
The 108th member requested to be excused 
from filling out the questionnaire on grounds 
of a chronic incapacitating illness. 

The questions asked in the questionnaire 
are questions 1 through 9 (below and on 
page 82). The cumulated replies to them 
are given. I believe that the answers are 
self-explanatory and do not require any 
additional comment by me. 


Summary 


It is thus seen that, while it is almost the 
unanimous opinion of leading dermatologists 
that psychogenic factors play an important 
role in the production and/or perpetuation 
of skin diseases, many dermatologists are 
doubtful that formal psychiatric help is of 
value in the handling of their patients. 


1. Do you believe that psychogenic factors are important in the development of any der- 


matologic condition ? 
Yes—106; No—l 


bo 


Atopic dermatitis 
Neurodermatitis 
Neurotic excoriations 

(sometimes 
Other factitial dermatoses 
Trichotillomania 
Alopecia areata 

(sometimes 
Lichen planus 

(occasionally 


Do you believe that psychogenic factors are important in the development of: 


Yes Questionable No Unanswered 
82 2 3 20 
84 2 0 21 
105 0 S * 2 
1) 
99 2 0 6 
98 1 1 7 x 
53 15 5 34 


on 
aC 
— 
ON 
Ww 
© 


A\ 
t7 


3. Do you yourseif attempt any investigation of psychogenic factors ? 


Unqualified yes 

Qualified yes * 21 
No 18 
Unanswered 1 


* Indicates that the investigation or therapy was at a very superficial level. 
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4. Do you yourself attempt any psychotherapy if you think it is indicated? 
Unqualified yes 39 
Qualified yes * 27 
No 41 


. If you do not do psychotherapy, why not?—59 answers. 
Of those answering: 
If you do not do psychotherapy is it because: 
Yes No Unanswered + Only t 


cn 


(a) You feel incompetent? 52 3 4 20 
(b) You do not have any time? 29 1 29 2 
(c) You consider the procedure dangerous? 19 3 37 i 
(d) The patient might resent this type of 

investigation ? 10 17 32 1 


6. Do you ever refer a patient to a psychiatrist for help in the treatment of a skin condition ? 
Unqualified yes 49 
Yes—but only rarely or 
occasionally 18 
Yes—but do not think 
psychiatrist of help 18 
Unqualified no 16 
No—formerly did but 
no longer 


7. If you do not refer, why do you not refer? 
Answering—47 ; not answering—60, . 
Of those answering : 
If you do not refer, is it because you: 
Yes Questionable No Unanswered § 
Do not believe it is worthwhile? 40 l 2 4 


Believe it is too costly? 18 0 (> 29 
Believe it is too time-consuming 

for the patient? 11 0 0 36 
Think the patient might resent 

the referral? 12 0 2 33 


8. The frequency with which patients are referred by dermatologists to psychiatrists : 
Less than 1 patient a year 10 
1 through 5 patients a year 31 
6 through 10 patients a year 9 
11 through 20 patients a year 18 
More than 20 patients a year 9 
Refer many, as have a special clinic or psychiatrist in attendance at the clinic—2. 
Refer but do not give a figure as to amount 4. 
Two answers were not counted, as these two persons work with two other persons whose 
answers were counted and the figures were duplicated. 


9. If you do refer, for what conditions do you refer?—79 answers. 


Yes || No Unanswered J Only = 
Atopic dermatitis 50 ** 2 27 4 
Neurodermatitis 49 ++ 2 28 4 
Neurotic excoriations 57 2 20 2 
Other factitial dermatoses 53 2 24 1 
Trichotillomania 42 2 35 0 
Alopecia areata 189 8 53 0 


* Indicates that the investigation or therapy was at a very superficial level. 
+ Indicates that of those answering any part of this question, that number failed to answer 
this part. 

+ Indicates that this number gave this as the only reason. 

§ Means of those answering any part of this question, that number failed to answer this part. 
| Means of the 79 answering any part ôf question 9, this number referred for this. 

Means of the 79 answering any part of question 9, this number did not say yes or no. 

+ Means of the number Saying yes, this number referred for this condition only. 

** Very occasionally or rarely (7 of above 50 ; 4 of above 49). 

+72 only in young of 18 who refer. 


University of Illinois College of Medicine, 1853 
W. Polk St. (12). 
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ABSTRACT OF DISCUSSION 


Dr. Jonn Eric Darton, Indianapolis, Ind. : I beg 
the indulgence of this Association to digress, mo- 
mentarily, from a strict adherence to the discussion 
of the material of Dr. Rostenberg’s most interest- 
ing report in order to recall to our mind some pre- 
vious discussions on neurodermatitis before this 
same Association. 

Following our establishment of the Alembert 
Winthrop Brayton Skin and Cancer Foundation, 
at General Hospital, Indianapolis, in memory of 
our pioneer Dermatologist who was the first Pro- 
fessor of Dermato-Syphilology at Indiana Univer- 
sity School of Medicine; the first Chief of that 
service at Indianapolis City Hospital and the first 
Indiana member of this Association, one of his 
former patients brought me a note, such as he often 
gave patients, in which he recorded his opinions as 
to diagnosis and his therapy program, and sug- 
gested they hand that on to any succeeding medical 
observer. 


In that particular note he tells of seeing his first 
case of neurodermatitis, on Aug. 8, 1912, and re- 
fers to the earlier description of Dr. John Fordyce, 
in the J. Cutgn. Dis. far May, 1909, which was 
read before the meeting of the American Derma- 
tological Association at Annapolis, on Sept. 29, 
1908. 


In that paper, Dr. Fordyce urged that American 
dermatologists give greater consideration to Dr. 
Brocq’s conception of the group of skin diseases 
he included under the term of lichenifications and, 
which he attributed to the secondary, repeated, 
scratchings of their primary, itching skin. 


To be completely fair we can only review former 
thoughts and actions on any particular matter on 
the prevailing concept of their particular time, as 
established by their then existing knowledge. 
Thus, it is noteworthy to observe that, though they 
were calling this a neurodermatitis, they were 
still, apparently, unwilling to place the sole ex- 
planation on emotional factors but were still search- 
ing, in line with their past training, for some 
elimination product of toxic nature based on con- 
stipation, food, or minerals, as a trigger mecha- 
nism for the intense itching which leads to the 
skin change as well as the nervousness and de- 
pression attendant. 


Thus, we see that this discussion of today is one 
which this Association also busied itself with fifty 
years ago. Probably, unlike that earlier group, 
Dr. Rostenberg’s Questionnaire shows that present 
day dermatologists are almost unanimous in their 
acceptance of the point that emotional factors can 
be the sole cause, or an aggravating factor, in cer- 
tain skin diseases. I can, personally, agree with 
that majority of those dermatologists, who were 
polled by Dr. Rostenberg, who feel that formal 
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psychiatric help is of little help in handling these 
patients. It is not because of reason of feeling of 
patient resentment, feeling of harmfulness or time 
consuming, that I rarely use formal psychiatric 
care but, rather, that I feel that such care is too 
costly for the usual results received, except in the 
very selected case. 

Furthermore, I feel that most physicians, by 
virtue of calling, training, and experience are 
equipped properly and do ofttimes handle their 
common sense psychiatric care and I feel that many 
dermatologists can handle many of their own 
psychocutaneous problems as well as Psychiatry. 


Dr. Norman N. Epstern, San Francisco: My 
experience with referring patients to psychiatrists 
is that, invariably, they say nothing can be done or 
that the disturbance is too well advanced for 
psychiatric therapy. Rarely have I received help 
from the psychiatrist. It would be interesting if we 
would poll the psychiatrists in the same way that 
Dr. Rostenberg polled the dermatologists as to what 
to expect from psychotherapy. I do not think that 
they have much to offer these patients, but I do 
think it would be interesting to get their point of 
view. 

Dr. Joun G. Downtnc, Boston: Years ago, 
Ruggles wrote a paper on temerity in treatment, 
and the more I see of recent therapy, the more I 
am inclined to think that dermatologists are be- 
coming increasingly hesitant about using any ap- 
plication which might possibly cause any untoward 
reaction. Therefore, their local therapy consisted 
of tap water and petrolatum until the steroids were 
available; now they are used internally and locally 
for about everything. 

There is no skin disease which needs more in- 
dividual treatment than neurodermatitis (atopic 
dermatitis). The therapy requires time, encourage- 
ment, and suitable local treatment. Success with 
one patient brings others for treatment as each 
person apparently knows several others similarly 
afflicted. 

At the onset of the war, I had a large number 
of these patients, and as a result of excessive 
work at the university and my practice, I was 
unable to take care of them. I referred them to a 
young, full-time psychiatrist. At first he had great 
success with these patients, bat after a while their 
eruptions recurred; when he started to treat them 
with known proprietary ointment, they all re- 
turned to my office. 

, Dr. Frank E. Cormia, New York: It is always 
a delight for me to listen to my friend, Dr. 
Rostenberg, regardless of whether he is talking 
about an industrial dermatosis or immunology or 
some of the other subjects in which he has shown 
special interest. But now Dr. Rostenberg is in a 
new field, and I think he has done nobly. As a 
matter of fact, I was a little surprised at the re- 
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sult of his questionnaire. I thought, perhaps, there 
would be a little more adverse feeling about the 
role of emotions in skin diseases, I think it is a 
tribute to this group that, as busy as they are, 
they have shown sufficient interest, intuition, and 
knowledge of the art of medicine so that they can 
sense these factors, 

Actually, I feel, too, that what we get from the 
psychiatrist in the average patient is not very 
much. I am 100% in agreement with the ques- 
tionnarie. Let us take a simple example, lichen 
Vidal. You can send a patient to a psychiatrist, 
and he will see him for one or two hours weekly 
for several weeks. However the patient continues 
to itch. All we have to do is to give him two or 
three x-ray treatments and hydrocortisone ointment, 
and he is well. I think that this points up a lesson: 
by and large, the psychiatrist does not help us 
very much in the average psychosomatic dermatosis. 

I think that methods in psychiatry are, perhaps, 
a little archaic as compared with those now 
available in other specialties in medicine. It would 
appear that we are coming to the dawn of a new 
era, call it the biochemical era or anything you like, 
and the psychiatrist will find new methods of treat- 
ment to measure up to the rest of medicine. 


Dr. SAMUEL M. Peck, New York: It is curious 
that a man with Dr. Rostenberg’s training and 
background should send around the questionnaire 
which he did. I should get the impression that 
perhaps therapeutic failures might have precipitated 
his interest. It is for this reason that it would 
have been of value to have had in the questionnaire 
such queries which would have allowed us to 
evaluate the emotional or psychogenic factors 
among dermatologists which influence the results of 
their therapy. 


The role of the last-named factors must be im- 
portant, or else how can we explain enthusiastic 
results with new therapeutic measures which 
subsequently -fall by the wayside? Such varied re- 
sults with the same therapy can only be explained 
by the emotional and enthusiastic attitude of the 
dermatologist in treating a particular disease, 
rather than a psychogenic factor in the disease 
itself. 


There are several changes in therapeutic pro- 
cedure about which I should like to have the view- 
point of the membership. 


°l. Have the tranquilizers helped them in attaining 
a good therapeutic objective which was better than 
sending the patient to a psychiatrist? ° 

2. How many of us have given up the use of x- 
ray therapy because of fear of public opinion, or 
have used x-ray in such small and inadequate 
dosagé so that our results really have become poor 
with this modality, also because of the fear of 
public opinion and possible malpractice suits ? 
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Dr. Ervin Epstetn, Oakland, Calif.: I should 
like to answer Dr. Peck’s question about the use 
of x-ray in a high malpractice area. Of course, 
I come from a high malpractice area. We feel that 
a patient does not sue because of what you do to 
him, but because he is that kind of person. He is 
suit-minded. 

Well over 90% of the people who sue or 
threaten to sue have no reasonable case at all, no 
malpractice being involved. On the other hand, 
over 90% of the cases of indefensible malpractice 
not only do not lead to suits, but they do not even 
cause threats of litigation. 

In our local group, we have some twenty-five 
dermatologists, and of these, only three have Grenz 
ray installations. Most of the others are using x- 
ray the same as they aiways did. Some of them 
have reduced its use, but most of the men are 
continuing to use x-ray. Most of us who have 
Grenz ray machines,—I have one myself—use 
them, not because of the fear of malpractice suits 
arising from x-ray therapy, but because of patient 
acceptance. I believe that x-ray therapy can be 
employed today in any area of the country. 

Dr. RicHarp L. Sutton Jr, Kansas City, 
Mo.: I think Dr. Rostenberg’s essay is just right 
for starting off a morning that might otherwise 
have been something of a letdown from the ex- 
citement of the first day. It is interesting and 
diverting and not too demanding of the intellect. 

I submit that we are caught up in an intellectual 
climate, whether we like it or not, and that the 
information obtainable by this questionnaire tech- 
nique is analogous to the result of polling a group 
of mediaeval Spanish churchmen as to whether the 
earth is flat. But it is revivifying to learn from 
Dr. Rostenberg’s first slide that there is one rugged 
individual who is willing, possibly eager, to dis- 
sent. While I myself have never hesitated to be 
in a minority, the one was not I. I ask how, if you 
do nothing but tell a man he has a wart, not a 
cancer, you can avoid practicing psychotherapy. 


Dr. Rostenberg’s replies are privileged, I have 
no doubt; yet it would be delightful if there were 
a leak as:to who this gentleman is. Mind you, my 
concern in saying this is the opposite of wishing to 
put him, if he is here, on the defensive; rather I 
should enjoy hearing him take the offensive. 

Finally, I wish to follow the tack that Dr. Peck 
intimated—but he changed course—the tack of 
giving thought to—of our looking into the matter, 
as dermatologists, of —psychoanalyzing Dr. Rosten- 
berg, a project for which I should most happily 
volunteer because he is so much fun to listen to! 

Dr. Leon GotpMAN, Cincinnati: My father used 
to say that there were three things that you never 
discussed: birth, death, and religion. It looks as 
though we have to add psychiatry to this list. We 
almost never get into a discussion of this on a calm, 
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peaceful, nonpolemic basis. Our group in Cincin- 
nati has had, as you know, an association with 
psychiatry for some five years now. Our residents 
receive training in psychosomatic dermatology. I 
think that one answer to Dr. Rostenberg’s dilemma, 
and it may be answered even by the questionnaire, 
is that it does suggest that, perhaps, one way out 
of this dilemma is to try to give to our residents and 
fellows some psychiatric training. In this way, 
they will learn, as we older folks have not learned, 
how to interview some patients and the distinct 
value and limitations of their own attempts at 
psychotherapy. We have tried that, and, as I 
gather, some of you have also, and, as you might 
imagine, there are obvious difficulties. 


First, most of our residents do not have the 
background in fundamentals of psychiatry, and the 
psychiatrists do not like to take them unless they 
can give them a background. Our residents get 
tired of these long hours in smoke-filled con- 
ferences and are confused and overwhelmed with 
all sorts of phraseology. With the help of the 
psychiatrists, however, training programs have been 
developed for the instruction of the dermatologist. 


I agree with Dr. Rostenberg’s questionnaire 
feature, that itis dangerdus for us in some patients 
to undertake psychotherapy. But if our residents 
learn to interview and learn how to ask pertinent 
questions, how to evaluate the answers, how to do 
this in a brief period of time, and not talk for 
hours and hours, I think, really, something of 
practical value can be obtained out of this. 


Now, you ask about the attitude of the psy- 
chiatrists. When the older patient with neuroder- 
matitis has had it for years and years, the 
psychiatrists can give us beautiful pictures of the 
psychodynamics but absolutely no therapeutic sug- 
gestions at all. We feel that the great field is in 
preventive psychiatry, in the young child and the 
young person, where a great deal can be done to 
prevent these fixed states. 


The attitude of the therapist is really of great 
importance, and the psychiatry service has helped 
us by analyzing these hostilities and difficulties and 
inadequacies of our own residents. The proof of 
the thing is that most residents grow up to like it. 
They present psychosomatic cases at grand rounds 
themselves, well documented, and with therapeutic 
results. It is such presentations which make us 
feel again that “what one is not up in, he is liable 
to be down on.” 


Dr. SAMUEL Ayres JR., Los Angeles, Calif.: 
In the first place, I want to say that I was not the 
dissenter, because I think I was in the privileged 
group of senior members who did not receive 
the questionnaire. However, I believe that psy- 
chotherapy in dermatology, like sex, is probably 
here to stay. 
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One little comment that I should like to make is 
that we hear very little about controls in the 
dermatoses which are regarded as of psychosomatic 
origin. I was brought up under the influence of 
Dr. Walter B. Cannon, professor of physiology, 
who many years ago investigated and published 
studies on body changes in pain, hunger, fear, and 
rage, and I have always felt the importance of 
ascertaining those factors in obscure skin diseases. 
Yet, I think, if we were as assiduous in taking 
the same kind of history in other entities besides ` 
those which are commonly regarded as of psy- 
chogenic origin, we might find that a large part of 
the population, perhaps, was suffering from ten- 
sions and anxieties that might well be regarded as 
a cause for their disturbances. 


About two years ago Samuel J. Greenberg 
(A.M.A. ArcH. DERMAT. 76:24 (July) 1957) 
published an article entitled “Control Study of 
Psychosomatic Dermatoses” in which Pityriasis 
Rosea was selected as a control entity inasmuch as 
this disorder is usually nonrecurring and as such 
was considered to be of nonpsychosomatic origin. 
A careful “psychosomatic history” was taken in 
thirty consecutive patients with typical pityriasis 
rosea with the result that approximately 73% were 
found to be mentally disabled and 70% readily 
accepted the suggestion that their skin condition 
was emotional in origin. On the basis of these 
findings, Dr. Greenberg cautioned against assuming 
that coexisting mental illness or preceding emo- 
tional trauma are of causative relationship in der- 
matoses of as yet undetermined nature. I was on 
the point of carrying out the same type of in- 
vestigation in the case of an itching dermatosis of 
known etiology, such as scabies, about the time 
that scabies disappeared from the horizon, so that 
I was never able to follow through. 


I think there is a growing tendency to disregard 
other possible etiologic factors in many dermatoses. 
We have just got into the habit, in the case of 
certain dermatoses, of saying they are psychoso- 
matic, and we turn the burden over to the patient 
from there on out. 


As to the help that psychiatrists have given, I 
personally have not referred patients to psy- 
chiatrists; but I have received, patients back whom 
others have referred to psychiatrists, without 
having them receive very much benefit. 


Dr. Francis W. Lyncu, St. Paul, Minn.: It ‘is 
interesting to note the words and phrases which 
have been used repeatedly so far in this discussion. 
Repeatedly the discussion centers around how much 
help “we” (that is, the dermatologist) have ob- 
tained when our patient has consulted a psychiatrist. 
Some have asked whether the patient’s eruption has 
been helped by the psychiatric consultation. Would 
it not be more significant to inquire whether the 
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psychiatrist has helped the patient’s psyche; is not 
that his primary function? 

Dr. STEPHEN ROTHMAN, Chicago: In Dr. 
Rostenberg’s questionnaire I missed the clear dis- 
tinction of whether he inquires about the psy- 
chogenic origin of skin diseases or about 
aggravation of skin diseases by psychogenic factors. 
Maybe I am the only dissenter he refers to because 
I did reply that I do not believe in the psychogenic 
origin of inflammatory skin diseases. This, of 
course, does not mean that I do not believe in 
emotional influences. 

Physiologically, purely psychogenic impulses lead 
to vasoconstriction, vasodilatation, pilomotion, and 
sweating but not to inflammation. Because of 
psychogenic vasodilatation, acute inflammatory 
processes can easily be aggravated by emotions. If 
a cantharidin blister is produced on the skin and the 
resulting erosion shows increased oozing after the 
patient was told something very unpleasant, this 
is not because “we can weep through our skin” but 
because of emotional vasodilatation of the damaged 
cutaneous blood vessels. To create the inflammation 
and to demonstrate emotional influences, cantharis 
had to be applied first. 

The extremely increased itching hyperexcita- 
bility in atopic dermatitis must have an inborn 
somatic basis. It manifests itself first in infantile 
eczema. In the adult the characteristic development 
of lichenification is obviously an inborn somatic 
fault, and it tremendously inereases the vicious 
cycle of itching and scratching on a purely patho- 
physiological basis as can be easily shown experi- 
mentally. 

I regret, but I cannot take well the self-assurance 
of psychiatrists who talk about “psychocutaneous 
reactions” in atopic dermatitis or “neurodermatitis” 
without having any evidence for this view. As far 
as psychotherapeutic results are concerned, I have 
yet to see an atopic patient or a patient with 
chronic urticaria in whom the course of the disease 
would have been favorably influenced by such 
therapy. In cases of chronic urticaria in which 
we are unable to detect allergens the disease lasts 
three to five years. Afterwards it subsides spon- 
taneously. That is about the time period which the 
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psychoanalyst requires to be through with his 
analysis. I wonder if they claim credit for such 
spontaneous cures. 

Dr. Rupotr L. Barr, New York: I was one of 
the few dissenters who stated in the answer 
to Dr. Rostenberg’s questionnaire that emotional 
factors are not important in the causation of atopic 
dermatitis. In support of my own experience in 
this dermatosis I want to call attention to the fact 
that the various psychiatric teams which have 
actually made a study of atopic dermatitis com- 
pletely disagree regarding the psychogenic factors 
which, they say, cause or contribute to this erup- 
tion. Thus, if one goes through the psychiatric 
literature, one finds that different observers have 
found entirely different mechanisms which they 
claim form the background of atopic dermatitis ; 
that is, even those psychiatrists who feel that atopic 
dermatitis is partially or largely based on psy- 
chogenic factors do not agree as to the nature of 
this mechanism. 

I also want to call attention to a recent study 
of Dr. Ida Macalpine (Brit. J. Dermat. 70:117, 
1958) in which she was unable to find a significant 
role of psychologic factors in causing or pre- 
cipitating alopecia areata, another dermatosis in 
which psychogenic factors often have been thought 
to be causative or precipitating. 

Dr. ApotpH RostEeNBERG, Chicago, (Closing) : 
I certainly want to thank the membership for the 
vociferous discussion of this paper. Obviously, nei- 
ther time nor knowledge will permit me to attempt 
to answer the individual points raised. 

I shall say to Dr. Peck and Dr. Sutton, should 
I get psychoanalyzed, which is extremely dubious, 
I shall rewrite the questionnaire and show it to 
them. 

It seems to me, though, that this questionnaire 
follows Parkinson’s Law, which says that bureauc- 
racy begets bureaucracy. It seems that question- 
naries stimulate the sending out of additional 
questionnaries. I suppose when it is all said and 
done it adds up to Mark Twain's slightly derisive 
comment. He said, “Science is a fascinating sub- 
ject. One gets such a wholesale return of con- 
jectures from such a trifling investment of fact.” 
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Trichophyton Tonsurans 


A Follow-Up of Treated and Untreated Cases 


EVERETT R. SEALE, M.D., and J. B. RICHARDSON, M.D., Houston, Texas 


Tinea capitis caused by Trichophyton 
tonsurans is becoming increasingly pre- 
valent } and in some areas, such as Texas, 
the incidence is of major significance.” Al- 
though numerous cases of Trichophyton 
tonsurans infection have been reported, ad- 
ditional information in regard to the natural 
course of the disease, age, and sex incidence, 
spontaneous cure rate and results of treat- 
ment appears to be needed. 

At the annual meeting of the American 
Medical Association, held in San Francisco 
in June, 1990, we rgported 20 cases of 
Trichophyton tonsurans through the medium 
of a scientific exhibit entitled “Ringworm 
of the Scalp Caused by Trichophyton sul- 
fureum and Trichophyton crateriforme.” 
During the last 11 years we have had the 
opportunity to observe these 20 cases and 
81 additional ones for at least one year and 
thought it might be of interest to record 
our experience and observations. 


Age and Sex Incidence 


In this series of 101 private cases, 84 
were under the age of 13, 6 ranged in age 
from 13 through 17, and 11 were adults 
(Table 1). The disease was found 5 times 
more frequently in boys under 18 than in 
girls, whereas, among adults there were 10 
women and only 1 man. 


Submitted for publication July 30, 1959. 


Read before the 79th Annual Meeting of the | 


American Dermatological 


City, N.J., June 2, 1959. 
TABLE 1.—Age and Sex of Patients 


Association, Atlantic 








Age M F 
6 mo. to 13 yr. 70 14 
13 to 18 yr. 5 1 
Adults (over 21 yr.) 1 10 





TABLE 2.—Inflammatory and Noninflammatory 





Cases 
sal ene ee. eee E 
Inflammatory Noninflam matory 
nn E E 
Age M F M F 
6 mo. to 13 yr. 20 4 50 10 
13 to 18 yr. 2 3 1 
Adults (over 21 yr.) 1 2 8 
Total 23 6 53 19 


ET 


Inflammatory Cases 


It is generally agreed, that, when an in- 
flammatory (allergic) reaction occurs, a cure 
will follow, and our experience further con- 
firms this belief. Twenty-nine of our pa- 
tients showed some degree of inflammation 
upon their initial examination, and all of 
these are now well (Table 2). Of these, 
26 were under the age of 15 and 3 were 
adults. One patient in this group was 
epilated with x-rays when he failed to show 
improvement after four months of topical 
therapy, but, undoubtedly, he would have 
recovered regardless of treatment. 


Of particular interest was the fact that 
three of the inflammatory group were adults. 
One, a 33-year old Latin American woman, 
had three small patches in her scalp, each 
of which showed a mild degree of folliculitis. 
When reexamined three years later, there 
was no evidence of diseasé. Another, a 29- 
year-old Negro woman, had extensive fol- 
liculitis of one year’s duration. She was 
given 6 weekly, 50 mg. injections of tes- 
tosterone but no topical medication. Her 
scalp improved, and she disappeared from 
observation. Upon examination a year later, 
she was free of disease, although some 
residual scarring was found. The third was 
a 60-year-old white man, with paralysis 


125/87 








A, M. A. ARCHIVES OF DERMATOLOGY f 


r ‘i xe 
k U GS š 
‘rd a re 
. ey N > 
> “ys JN Í p Sa 
s 4 ia j Es 
i . A f 
P ‘ 
e te : i , 
ee . ; IEL 
5 af f r J. 
h a yt 7 
i À 
“ d ; 
“ fs P 


=e 


Fig. 1—T. tonsurans, inflammatory type in 60-year-old man. Left, follicular type involve- 
ment. Right, same patient 10 vears later, showing spontaneous recovery with scar formation. 


agitans, who had extensive folliculitis ( Fig. 
1). When examined 10 years later he had 
become almost incapacitated by paralysis 
agitans, his fungus infection had burned 
itself out, but a great deal of scarring had 
resulted. 


In our experience, if an inflammatory 
reaction is to occur it usually appears early 
in the course of the disease since we have 
observed only one instance where inflam- 
mation has developed after our initial ex- 
amination and while the patient was under 
our observation. The inflammatory process 
often lasts for months before the infection 
is eliminated, in contrast to the rapid course 
of the kerion that develops in Microsporum 
infections. 


Noninflammatory Cases 


Seventy-two patients of this series had 
the noninflammatory type of the infection. 
Of these, 52 were epilated with x-rays and 
the other 21 used topical fungicides for 
varying periods ôf time or had no treatment 
at all. 

















Results of X-Ray Therapy.—When X-ray 
was employed, the Keinback-Adamson five- 
point technique was used, with children re- 
ceiving 375 r and adults 400 r to each point 
(Table 3). Following defluvium, these pa- 
tients were seen at weekly* or biweekly 
intervals at which time infected hair stubs 
were removed manually and examined mi- 
croscopically, Forty-six children were treated 
in this manner, and 39 of these were free 
of infected hairs on the average of five 
months after depilation. There were seven 
failures. Three of the seven were epilated 
a second time and were microscopically 
cured in 2, 3, and 18 months. respectively. 
Of the four who received no further ra- 
diation, three still showed activity, one, two, 
and six years afterwards, and one, although 
he still harbored the infection three years 
later, cleared spontaneously and was well 
when reexamined after another three years, 
at the age of 17. 

In contrast, 75 consecutive cases of Mi- 
crosporum audouini infections in children 
were treated during the same period with 


TABLE 3.—Noninflammatory Cases Treated with X-Ray Epilation 














Cured with Average Time Failure with Epilated Cured with Two 
Age Number Treated One Epilation for Cure, Mo. One Epilation Second Time Epilations 
6 mo. to 13 yr. 46 39 5 7 3 
13 to T8 yr. 2 2 3 
Adults (over 21 yr.) 3 ] 3 2 1 9 
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TABLE 4—Noninflammatory Cases Either Not 
Treated or Treated with a Topical 











Fungicide 
= Ee ee ŘŘŮÁ——— 
Tm 
Recovered Still Activity 
Age Sex Number Sex Number 
6 mo. to 13 yr. M 9 M 1 
F 2 F 1 
13 to 18 yr. M 1 M i 
F 0 F 1 
Adults M 0 M 0 
(over 21 yr.) F 0 F 5 









Fig. 2—T. tonsurans, noninflammatory type. Left, 


the same dosage and technique. The average 
time for cure was 2 months after defluvium 
and there were no failures. 

Two adolescents with T. tonsurans were 
treated by roentgen epilation and both were 
cured. 

Only 3 of the 11 adults were epilated. 
Two sisters, 57 and 71 years of age, were 
treated on the same day in 1953. The elder 
of these was cured in three months, and 
the younger, who was epilated a second 
time, is still not well. The third adult female 


9-year-old boy in 1949. 


patient 10 years later, showing spontaneous recovery. 





Right, same 





TABLE 5.—Noninflammatory Cases Either Not Treated or Treated with a Topical Fungicide 


Case Sex Examination Extent of Infection 
1 M 9 yr. Single lesion 
2 M 9 yr. Extensive 
3 F 65 yr. Extensive 
4 M 8 yr. Moderate 
5 M 11 yr. Moderate 
6 M 6 yr. Single lesion 
7 F 4 yr. Moderate 
8 M 9 yr Extensive 
9 M 5 yr 3 small lesions 

10 M 2yr Moderate 
11 F 63 yr Extensive 
12 M 6 yr. Moderate 
13 F 6 mo Single lesion 
14 F 24 yr. Moderate 
15 M 13 yr. Moderate 
16 F 58 yr. Extensive 
17 F 14 yr. Extensive 
18 M 2 yr. Single lesion 
19 F 81 yr. Extensive 
20 M 15 yr. Single lesion 
21 F 2 yr. Moderate 
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Probable Duration 


Interval Between 
First & Last 


Outcome of Infection Examination, Yr. 
Cured —no scarring 2 yr. 7 
Cured—no scarring 5 yr. 9 
Continued activity Years 5 
Cured—no scarring Unknown 7 
Cured—no scarring Unknown 7 
Continued activity 4 yr. 4 
Continued activity 7 yr. 7 
Cured—no scarring Unknowgp 5 
Cured—no scarring Unknown 6 
Cured—no scarring 2 yr. 5 
Continued activity Years 5 
Cured—no scarring Unknown 4 ° 
Cured—no scarring Unknown 4 
©ontinued activity Years 3 
Cured—no scarring Unknown 4 
Continued activity Years 3 
Continued activity 11 yr. 3 
Continued activity 3 yr. 2 
Continued activity Years 2 
Continued activity 1 yr. 1 
Cured—no scarring 18 mo. 1 
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was epilated elsewhere 5 years ago and still 
has the disease. 

Course Without Treatment.—The remain- 
ing 21 cases who showed no evidence of 
inflammation were either not treated at all, 
or used a fungicide for varying periods of 
time (Table 4). Of this group, 9 out of 10 
boys (Fig. 2) and 2 out of 3 girls under 
the age of 13 recovered. Among the adoles- 
cents, one boy has recovered, and in the 
other, who is 15 and free of pubic hair and 
other secondary sex characteristics, the in- 
fection has persisted. The adolescent girl in 
this group has had the disease for years, 
and, at 17, continues to show activity. 


Five adult females have used many 
fungicides over a period of years without 
lasting benefit. Testosterone injections which 
were given to one of these women were of 
no value. 


Comment 


It has long been recognized that tinea 
capitis caused by Microsporum organisms 
tends to disappear with puberty. Our study 
indicates that a similar natural immunity 
develops to Trichophyton tonsurans. This is 
particularly true in the male. In our series 
there were 70 boys with the disease but only 
5 adolescent males and 1 male adult, and 
he acquired the infection at the age of 60. 
Pipkin’s report is in accord with this, in that 
of 29 adults with T. tonsurans, only 1 was 
a male, and he, too, acquired the disease 
after maturity. 


The natural resistance to the infection in 
the female does not seem to be as pro- 
nounced as that occurring in the male, In 
fact, it appears that some of them can ac- 
quire the disease at any age and develop 
no immunity to the fungus in spite of their 
having had the infection for years. Only 
2°of the 10 women in our series, and 5 of 
the 28 reported by Pipkin with T. tonsurarts 
recalled having the infection before puberty; 
the rest acquired the disease as adults. 


Rothman and his co-workers ® are of the 
opinion that surface lipids inhibit the growth 
of certain fungi, and this accounts for adult 
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resistance to Microsporum audouini infec- 
tions. A similar process may be involved 
in Trichophyton tonsurans tinea capitis. An- 
other possible explanation of spontaneous 
cures which have occurred in some patients 
without any visible signs of an inflammatory 
reaction, could be that this reaction did oc- 
cur but that it was subclinical. If this prem- 
ise is correct then the antigen-antibody 
mechanism could be responsible for these 
cures, 

It was also noted, in the noninflammatory 
group of T. tonsurans infections, that the 
extent of the disease process had little to do 
with the prognosis. In fact, children with 
moderate and extensive involvement have 
recovered, in many instances, sooner than 
those with single lesions. 

Price and Taylor* treated 23 children 
who had the infection in its dry scaly form, 
with various fungicides, and,*of these, 10 
were cured. The average treatment time was 
11.6 months. Mullins? observed a male 
child who had a cure without an inflam- 
matory reaction which he attributed to “a 
spontaneous immunological response on the 
part of the patient, rather than the fungicidal 
effect of the therapeutic agent which was 
applied.” In view of the lack of response 
to treatment in any of the aforementioned 
five women, we are inclined to agree with 
Mullins.?° In our opinion, it is doubtful if 
any form of topical treatment influences 
the course of Trichophyton tonsurans tinea 
capitis. 

While the eventual cure rate of the epi- 
lated (39 of 46) and nonepilated (11 of 13) 
children with the noninflammatory type of 
T. tonsurans was essentially the same 
(80% ), the course of the infection in most 
instances was materially shortened by x-ray 
epilation, which was of importance from an 
epidemiological aspect. 

Antifungal agents, such as griseofulvin, 
will very likely relegate roentgen epilation 
to the past and supplant other forms of 
treatment of this disease. 
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Summary 


One hundred and one cases of Trichophy- 
ton tonsurans have been observed and fol- 
lowed in our office over an 11-year period. 
Of these 84 were children, 6 were adoles- 
cents, and 11 were adults. 


Twenty-nine cases showed some degree 
of inflammation, and 72 were noninflamma- 
tory. All of the inflammatory cases are now 
well. | 

Fifty-two of the noninflammatory group 
were treated by roentgen epilation, and only 
43 of them were cured with one epilation. 


Of the 21 patients who showed no evi- 
dence of inflammation, those under 18 re- 
ceived little or no treatment and 12 out of 
16 have spontaneously recovered; of the > 
adult females none was cured, in spite of 
prolonged topical treatment. 


The findings in this study indicate that 
practically all males and most females de- 
velop a natural resistance to Trichophyton 
tonsurans. However, for some unknown 
reason, an occasional female has no resist- 
ance to the infection and may contract the 
disease in adulthood. 


1215 Walker St. 
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ABSTRACT OF DISCUSSION 


Dr. James Lewis PIPKIN, San Antonio, Texas: 
I should like to express my appreciation for this 
very complete survey of over 100 cases of tinea 
capitis, all due to Trichophyton tonsurans. As far 
as I can determine, this study is the largest series 
of tinea capitis cases due to this organism, so far 
recorded, in which each case was observed over 
periods ranging from one to ten years, determin- 
ing the final outcome in every instance. Over 50% 
of these cases were observed four, five, or six 
years. 

The findings cited in this study parallel our 
experiences with this organism very closely, with 
a few exceptions. Our experience is based on 490 
cases of Trichophyton endothrix scalp infections 
reported in two surveys, covering a period of 30 
years, from 1927 to 1957, 95% of these being due 
to Trichophyton tonsurans, 

The incidence of Trichophyton tonsurans infec- 
tions increased from 10% in the early years to 
65% during the latter part of this thirty-year 
period, The authors also experienced this same 
rate of increase over the years. 


Our survey reveals that 80% of the Trichophy- 
ton tonsurans infections occurred in children, 7% 
in the adolescent, and 13% in the adult. There is 
not 1% or 2% difference in those figures and Dr. 
Seale’s. If you were to compare our figures with 
Dr. Seale’s, you would think that we got together 
and made up these statistics. Interestingly enough, 
these figures were presented at the Pacific Derma- 
tological Society and were not published until after 
I had this manuscript, so that was not possible. 


We still frequently see scalp infections after 
puberty; 122 of these have been accumulated by 
us to date. A hundred and two of these or 77% 
are due to the endothrix organism, and 97 or 93% 
Of them were caused by Trichophyton tonsurans. 
Of the 102 postpuberty patients with endothrix 
infections of the scalp, 69 were in adult women, 
and 67 of these were produced by Trichophyton 
tonsurans. Thirty-two patients were in the ado- 
lescent group, 27 of these being caused by Tricho- 
phyton tonsurans, the male predominating 22 to 5, 
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affording a ratio of 4.5 to 1. The ratio of infected 
male children to that of female children was ap- 
proximately 6 to 1, comparing favorably with the 
author’s ration of 5 to 1. Dr. Seale’s survey reveals 
the same ratio of 5 to 1, favoring the male ado- 
lescent group. Our adolescent group shows a com- 
plete reversal of the ratio, yielding a rate of 5.5 
to 1, favoring the female. Our experience con- 
forms to Dr. Seale’s, that as the person becomes 
older, particularly in the male, there is less suscep- 
tibility to this infection, 

Our survey also bears the author’s findings 
that Trichophyton tonsurans infection of the scalp 
is exceedingly rare in the adult male, occurring 
only in one male out of 70 adults. 


Just a word about natural and acquired resistance 
to Trichophyton tonsurans infections. Under our 
present living conditions, crowded school facilities, 
tonsurial customs, etc., a great number of persons 
are repeatedly exposed to this organism, although 
a small percentage develop the disease, If this were 
not the case, pandemics would soon range over 
the southern half of the United States. Apparently, 
the majority of physicians and nurses are relatively 
immune to this organism. If this were not true, 
I am sure we would see many more Trichophyton 
tonsurans infections in these persons. This would 
certainly pertain to my assignment as regards this 
discussion. 

With respect to spontaneous cure, as a rule, this 
happens in the inflammatory type. Thirty percent 
of our Trichophyton tonsurans scalp infections were 
inflammatory in nature as compared to 29% in 
Dr. Seale’s reported series, The majority of our 
inflammatory cases were self-curing and self- 
limited and were rightfully considered as spon- 
taneous cures by all. Seventy per cent of our cases 
were noninflammatory as compared to 71% in this 
reported series. No doubt, spontaneous cures do 
occur in some of the noninflammatory types: other- 
wise, the frequency of this scalp disease in the 
adolescent and adult would be much higher. 


As to the percentage of spontaneous cures, I 
can only venture a guess, this being due to the 
great difficulty of securing adequate follow-ups on 
our patients. This is partly due to the high per- 
centage of out-of-town patients, the class of pa- 
tients, and so on. Hewever, I can say that in our 
experience, during the past 30 years, these pa- 
tients with tonsurans infections of the scalp, of 
thé noninflammatory type, come and go with 
monotonous regularity, returning months and years 
later, many still harboring the infection either in 
the obvious or a dormant state. Such duration, in 
dealing with children of 5, 6, 7, 9, or 11 years, 
so frequently recorded, forces me to conclude that, 
although the percentage of spontaneous cures is 
unknown, the spontaneous recovery rate is exceed- 
ingly low and slow. 
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Topical treatment in our experience, regardless 
of the age, proved to be of limited value in the 
great majority of instances in the noninflammatory 
type of trichophyton tonsurans infections of the 
scalp. X-ray epilation, followed by appropriate 
after-care, was the treatment of choice. Our x-ray 
postepilation failures, in dealing with the endothrix 
infections, approach the author’s 18%, being about 
15%, but many of these apparent failures cleared 
after six months to one, two, or even three years, 
However, in the light of Dr. Seale’s experience, 
should these be considered x-ray epilation cures or 


spontaneous recovery following x-ray epilation 


failure? 


After adequately allowing time following epila- 
tion, our failure rate leveled off to about 10%. 
This approximate rate is due to the fact that we 
could not follow all these patients. The majority 
of these failures occurred in patients with a pre- 
dominance of black dots widely distributed over 
the scalp. 


This is a very interesting, enlightening, and 
carefully tabulated study. It is, indeed, a unique 
survey, in that it probably will be the last reported 
series of fungus infections of the scalp which will 
reflect the natural course @f the dise4se or intimate 
the spontaneous recovery rate, this being due to 
the fortuitous happenstance discovery of griseo- 
fulvin. 

Dr. CLARENCE Livincoop, Detroit: Some years 
ago, Dr. Donald Pillsbury and I published a paper 
(J. Invest. Dermat. 4:43, 1941) on the course of 
130 patients with Microsporon audouini scalp in- 
fections, who were treated with topical medication 
or followed without any form of therapy. Subse- 
quently, Scully, Pillsbury, and I (J. Invest. Dermat. 
10:111, 1948) reported on the prolonged observa- 
tion of another large group of patients with Tinea 
capitis. The main point that came out of these 
studies was that, essentially, almost all the patients 
who had an inflammatory reaction had a spon- 
taneous cure, and furthermore, an inflammatory 
reaction occurred in approximately 20% of the 
patients; it is emphasized that long periods of 
follow-up were involved. It was our opinion at 
that time that an inflammatory reaction in M. 
audouini scalp infections is a very important fac- 
tor in favor of an early cure of the infection. 
Subsequent experience has confirmed this impres- 
sion. 

It is interesting to note that the same sequence 
of events occurred in the Trichophyton tonsurans 
scalp infections reported by Dr. Seale. If I re- 
member his statistics correctly, all of his patients 
with an inflammatory response cleared. Is this due 
to spontaneous loosening of the infected hairs or 
is it due to the simulation of a local and/or 
systemic immunity response in the host? 
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In our series of patients with M. audouini scalp 
infections, about 90% of the patients with in- 
flammatory reactions had a positive trichophytin 
test whereas only 35% of the children with non- 
inflammatory Tinea capitis had a positive tricho- 
phytin test. 


During the past three years, one of my associ- 
ates at the Henry Ford Hospital in Detroit has 
followed a large group of children with M. 
audouini infection, with essentially the same re- 
sults that we noted in Philadelphia about twenty 
years ago. 


Dr. Harry ARNOLD JR., Honolulu, Hawaii: Dr. 
Livingood’s remarks prompt me to mention that 
the very same situation prevails in leprosy. It is 
the patients who lack any inflammatory defensive 
response who manifest lepromatous leprosy and 
who do not get well spontaneously; and those who 
manifest an inflammatory reaction, which is, in 
leprosy, tuberculoid histologically (and for all we 
know, I suppose, may be tuberculoid in these fungus 
cases, too) who do tend to have a spontaneous 
recovery. 


Dr. Water R. NickeL, San Diego, Calif.: 
One of my colleagues in San Diego, Dr. Philip 
Allen, reasoned® that if @old wave solution pro- 
duced a certain macerating effect on hair, it might 
be a means by which one could get better pene- 
tration of fungicides. This was discussed at a 
local skin meeting, and several of us started using 
it. Most of us observed that the cases in which 
we used cold wave solution promptly went into 
kerion formation. I do not know what the mecha- 
nism of kerion formation with the use of cold 
wave solution might be. 


The instructions given to the patient were that 
he apply it for 20 minutes, in full strength, to 
the affected area of the scalp, wash it off, and then 
immediately follow this with the application of 
the fungicidal ointment. 


Dr. STEPHAN Epstetn, Marshfield, Wis.: This 
discussion prompts me to tell you that Joseph 
Jadassohn long ago entertained the idea of curing 
noninflammatory ringworm of the scalp by pro- 
ducing an artificial inflammation; he treated local- 
ized microsporum infections of the scalp with a 
combination of dilute iodine solution and am- 
moniated mercury, drugs which, of course, are 
not compatible. This combination often produced 
an inflammation after a few days. I, too, have 
cured, in this way, in a reasonable period of time, 
cases of localized Microsporum audouini infection 
which presented just two or three lesions. 

Dr. Harvey Brank, Miami, Fla.: This excel- 
lent survey points to certain fundamental mecha- 
nisms that influence infectious diseases. There is 
a parallel with warts; the incidence before puberty 
being higher in males but after puberty higher 
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in females, Warts and particularly the plantar type 
are an increasingly important problem in medicine. 

The effect of sex hormones on susceptibility to 
infection has been studied experimentally with the 
wart virus or, at least, with the rabbit papilloma 
virus. It has been demonstrated that an amount 
of virus which will produce only a few papillomas 
on a normal rabbit will induce a far greater 
number in one pretreated with estrogens. I think 
that Dr. Seale’s clinical observations point to a 
similar nonspecific mechanism with Trichophyton 
tonsurans which probably should be pursued fur- 
ther. 

Dr. A. ROSTENBERG JR, Chicago: It seems to 
me that one can generalize the comments about 
the role of inflammation a little more than has 
been done because, of course, it is a well-known 
immunologic fact that the addition of so-called 
adjuvants aids in the antibody response, where you 
have a type of antibody that is measurable, and 
these adjuvants, by and large, consist of the addi- 
tion of things that are irritant. 

Furthermore, in the allergic sensitizations, Land- 
steiner and Chase, many years ago, showed that 
applying a mild inflammatory-producing agent to 
the skin prior to the application of the simple 
chemical would aid the development of a sensitiza- 
tion to that simple chemical, and, of course, in 
clinical dermatology, I think, most of us are aware 
of the concomitant role of inflammation in the 
production of sensitization. I think, therefore, from 
a general immunologic point of view there is noth- 
ing very surprising that an accessory inflammation 
abets the generalized response. I should strongly 
suspect that it is a generalized rather than a 
localized response. 

One might speculate that possibly we should 
utilize this therapeutically, and that maybe we 
should add to our fungicidal agents something that 
will be mildly irritating. Maybe the search for 
something that is a pure fungicide without any 
topical irritant qualities is not the right road. 


Dr. Marton B. SULZBERGER, New York: I do 
not want to prolong the discussion, but I should 
like to point out just a few facts that have to do 
not only with Dr. Seale’s paper, but also with the 
remarks of the discussers. 


I believe that in the topical treatment of fungous 
infections of the skin and perhaps also of the hair 
and of the nails, practically the only means that we 
have actually of producing anything that resembles 
a local cure is by causing accelerated defluvium or 
deSquamation and the throwing off of the fungi. 
Whether we use local irritants to do this or whether 
we use systemic immunologic processes to do this, 
the result is the same. The basis of antifungal 
local treatment has been the production of in- 
flammation and consequent desquamation or de- 
fluvium. Many authors have pointed this out. 
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Benzoic and salycylic acid (Whitfield’s) ointment 
or combinations of mercury and iodine or chrys- 
arobin or any other medicaments that one applies 
topically presumably act mainly in this way. 

This explains why, in all probability, the in- 
flammatory reactions lead to cure, because they ac- 
celerate the throwing off. It is, in all probability, 
not a direct immunologic effect, but the immuno- 
logically produced local inflammation which brings 
about the mechanically curative process. 


This applies even to the use of artifically pro- 
duced immunologic mechanisms to enhance in- 
flammation, like trying to create trichophytin 
hypersensitivity in persons with aphlegmatic fun- 
gous infections of the scalp, by repeated injections 
of trichophytin. That is one point I should like to 
make. 


Another problem is, why do certain of these pa- 
tients have inflammatory reactions and others not? 
In one instance, the reason is surely in the nature 
of the fungous allergens: for certain tvpes of 
fungi (zoophilic ones) tend to produce inflamma- 
tory allergie reactions much more than others. But 
the difficulty is to explain why only certain cases 
of ordinarily aphlegmatic fungous infections of the 
scalp, like those from the anthropophilic fungi, 
e.g. Microsporum audouini, have the local in- 
flammation and others do not. 


The reason for this is unknown, but it probably 
is analogous to the general question of individual 
immunity, which Dr. Seale and the discussers have 
brought out. There probably are innate immuno- 
logic predispositions which lead to these individual 
variabilities and susceptibilities to sensitization by 
fungous allergens and the degree and type of 
sensitization which will develop as well. 


Still another point I should like to make is that 
the use of hormones in the treatment of Micro- 
sporum audouini and other fungous infections of 
the scalp in children, which Dr. Blank alluded to, 
has been studied very extensively. For example, 
one of our members, Dr. George Lewis, then still 
a member of the staff at the old Skin and Cancer 
Unit, carried out such experiments by giving 
estrogens to children systemically and attempting 
to produce a precocious puberty in females and 
seeing whether a cure would result. In general, 
these systemic methods have all been unsuccessful, 
and local applications of sex hormones have also 
been without success. Other steroid hormones have 
also been tried. You know the work of Naomi 
Kanof in trying to treat these cases by ‘the 
Systemic administration of adrenocortical steroids, 
which changed the fluorescence of the hair but did 
not produce cures, at least in our experience. 

Dr. Samuet M. Peck, New York: I should like 
to call to the attention of the members that in- 
ducing an inflammatory reaction in the scalp in an 
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attempt to stir up immunological response may be a 
double-edged weapon. 

As long as the infecting agent is present, and 
allergy has developed, there is always the danger 
of the precipitation of “ids.” A successful treat- 
ment must not only develop a state of immunity, if 
possible, but in this particular case we must get rid 
of the fungi by a method akin to epilation. 

I must also warn the members about the use of 
strong fungicides, especially iodine, in an attempt 
to kill fungi. A number of years ago, I was able 
to show (“A New Method for the Evaluation of 
Antifungal Chemicals,” Tr. New York Acad. Sé 
[Feb. 2] 1949, p. 112) that fungi grown in 
Sabouraud’s maltose bouillon, as was well known, 
could demonstrate trichophytin in the media. 


When iodine was added in small amounts, just 
enough to suppress growth, the concentration of 
trichophytin was increased many times. So it is 
important to evaluate the use of a fungicide not 
only in its capabilities for killing fungi but for its 
potentiality of inducing trichophytin formation and 
thus the possibility of precipitating allergic reac- 
tions. 

Dr. J.. WALTER Witson, Los Angeles, California: 
My own experience cogfirms Dr.eSeale’s statistics 
as does that of dermatologists in Mexico City, 
where this infection is common. 

I think that one of the most important things 
included in Dr. Seale’s paper was the fact that 
only a small percentage of persons acquire this in- 
fection; otherwise, with people harboring it for so 
long, there would be a veritable pandemic in cer- 
tain areas. This points up my own impression that 
this disease is possessed only by certain people who 
have an immunologic defect, perhaps even before 
they are exposed to the organism. For this reason, 
I do not share at this time Dr. Pipkin’s en- 
thusiasm for griseofulvin being a complete and 
permanent cure. 

I believe that these people, after they have been 
cleared of the infection by the fungistatic activity 
of griseofulvin, are still susceptible. I believe they 
will be living in a sea of spores in their homes, 
spores which are probably infectious for several 
years. Davidson proved, long ago, that spores of 
ringworm fungi on the backs of theatre seats were 
still viable after at least a year. I believe a great 
many such patients will become reinfected unless 
we devise some really successful way of sterilizing 
their environment. 

Dr. Everett R. SEALE, Houston, Texas 
(Closing): I appreciate and have enjoyed the 
generous discussion on what, with the advent of 
griseofulvin, we feared might be a dead subject. 


I have nothing to add, except to mention that 
determinations of the 17-ketosteroid levels in the 
urine of several cured, and uncured, patients were 
normal for their respective sex and age groups. 
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A Comparison of Its Incidence and Characteristics in the Latin-American and 


Anglo-American Populations 


LESLIE M. SMITH, M.D.; HENRY D. GARRETT, M.D., and MAYNARD S. HART, M.D., El Paso, Texas 


Pigmented basal-cell epithelioma (or car- 
cinoma) has been recognized for many years 
and has been the subject of numerous case 
reports and a few more extensive articles. 
The subject has been especially well pre- 
sented in the American literature by Eller 
and Anderson,t and more recently by 
Cipollaro, Sachs, and Brodey.* In our ex- 
perience in the Southwest, where epithe- 
lioma is extremely common, we have found 
pigmented basal-cell epithelioma not at all 
rare, Dealing With a p&pulation which is at 


TABLE 1. Cases—Forty-three Patients Presented 
Sixty-nine Lesions * 








Anglos Latin-American 
M 14 12 
F 7 10 
No. patients 21 22 
No. lesions 21 48 





* Ages of Patients—from 23 to 75. 


occasional complete lack of clinical charac- 
teristics of basal-cell epithelioma in these 
cases. In such cases it is sometimes impos- 
sible to distinguish the lesion clinically from 
malignant melanoma. 

We felt that it might be of interest to 
review the records of a dermatological prac- 
tice (Smith and Garrett) and ascertain how 
common pigmented basal-cell epithelioma 
has been, what forms it has assumed, and to 
compare the incidence of this type of tumor 
in the darker Latin-American skins with 
that in the lighter skins of so-called 
“Anglos.” We have studied the case records 
of pigmented basal-cell epithelioma of ap- 
proximately fifteen years past and the avail- 
able histological sections from this series, 
as well as sections on file in a pathological 
laboratory (Dr. Hart). 

Tables 1, 2 and 3 show the results of 
these studies. 


TABLE 2.—Location of Lesions 
eee o—_a—ww{w_—=gQu€TVwsw' oo" 


Nose Eyelids Ears Scalp Temple 
Anglo- 
American 5 1 1 0 0 
Latin- 
American 4 5 2 6 1 


Upper Fore- Fore- 
Cheek Trunk Lip head Neck arm Hip 
0 0 1 4 2 1 
23 2 1 0 1 0 


i ŘŮŮŮŮŮŮ———Ů 


least 50% Latin-American, which means 
a mixture of Indian, Spanish, Anglo-Saxon, 
and other strains, we have been impressed 
with the extreme pigmentation sometimes 
found in basal-cell tumors and with the 
Submitted for publication Aug. 30, 1959. 
Read before the 79th Annual Meeting of the 


= American Dermatological Association, Inc., Atlan- 
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TABLE 3.—Clinical Types of Lesions 








Nodular 32 
Superficial plaques 37 
Fungating or infiltrating tumors 2 


(these developed in two of the 
above superficial plaques) 


rr 
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Histopathology 


The histopathology of pigmented basal- 
cell epithelioma does not differ from that 
of the nonpigmented types, except for the 
presence of pigment. In addition to the 
solid nodules and the superficial multicentric 
plaques, lesions with cystic changes have 
been found. Occasionally an adenoid pattern 
has been seen, as well as lesions suggesting 
a hair follicle origin. 


Becker ë stated that the pigment is due 
to the presence of melanoblasts which can- 
not be distinguished from normal melano- 
blasts, and in another article + he stated that 
the tumor cells contain no pigment. Ormsby 
and Montgomery® found the tumor cells 
laden with pigment, while according to 
Allen ê the pigment is contained in both the 
tumor cells and in chromatophores. 


The amount and distribution of pigment 
naturally varies with the depth of color of 
the lesion and with the uniformity of the 
color. In some lesions it is distributed gen- 
erally throughout the section; in others there 
are widely scattered concentrations of pig- 
ment with intervening areas which show 
no pigment. Some of our sections which 
were evidently cut through such free areas 
showed practically no pigment, although 
grossly the lesions were pigmented in large 
part. The distribution of pigment in differ- 
ent cases can give divergent views of the 
location of the pigment. In our cases pig- 
ment occurred in granules in the tumor cells 


Fig. 1—Typical basal-cell epithelioma 
pigmented in approximately half the tumor. 


i 
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- 
and in chromatophores in the interstitial 
connective tissue between, and even below, 
the groups of tumor cells. Occasionally, 
large clumps were seen in cyst-like cavities 
among the masses of tumor cells; these 
were thought to represent groups of dead 
and shrunken pigment-containing 
cells. 


tumor 


Treatment 


The treatment of pigmented basal-cell epi- 
thelioma is the same as that for nonpig- 
mented lesions, except that one always has 
to consider the probability that the area will 
remain pigmented after cure by irradiation, 
or that some pigment will return in the 
area. Much of the pigment is contained in 
chromatophores in the connective tissue 
stroma and resists irradiation. For that rea- 
son electrocoagulation or surgical excision 
is the treatment of choice when practicable. 
Even then some pignient-containing chroma- 
tophores may be left in the connective tissue 
just outside the area of destruction or ex- 
cision, 

In the black lesions without the clinical 
characteristics of basal-cell epithelioma the 
lesion. should be considered as malignant 
melanoma until proved otherwise, and wide 
excision should be done for biopsy. 


Comment 


There was no marked difference in the 
number of patients among the two races, 
basal-cell 


pigmented typical 


Fig. 2.—Deeply 
epithelioma. 
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epithelioma of 


Fig. 3.—Pigmented _ basal-cell 
scalp, a black lesion without clinical basal-cell 
characteristics. 


although the Latin-American patients show- 
ed a greater tendency to multiple pigmented 
lesions, especially on covered areas and a 
definite tendency to more extreme pigmen- 
tation. We believe, apparently with the ma- 
jority, that fhe amotfnt of pigment bears 
no relation to the biologic activity of the 
growth, and in this series we have not found 
any highly malignant or fast-growing tu- 
mors, although two of the multiple 
pigmented basal-cell plaques presented infil- 
trating or fungating tumors growing from 
such a plaque. Both of these were in Latin- 
American patients, and both occurred on 
covered portions of the body. One such 
case had multiple superficial lesions on the 
trunk showing varying degrees of pigmen- 





Smith et al. 





Fig. 4—Multiple superficial pigmented basal- 
cell epithelioma on back; a large infiltrating basal- 
cell epithelioma has developed in one of these 
plaques. 
tation, and one large tumor on the back 
which was so black, and so uncharacteristic 
of basal-cell epithelioma, that it was thought 
to be a malignant melanoma. It was widely 
excised by the surgeon and found to be a 
basal-cell epithelioma. 

Weidman? felt that pigmented basal-cell 
epitheliomas tend to be less malignant than 
nonpigmented ones, and this belief 1s shared 


Fig.’ 5—Low-power 
photomicrograph of pig- 
mented basal-cell tpitge- 
lioma showing a general 
distribution of the pig- 
ment. 
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by others. In our series we were not able 
to determine that such lesions are either 
more malignant, or less so, than their pig- 
mented counterparts. Our impression is that 
these tumors act about as other basal-cell 
epitheliomas. 

It is probable that all types found in 
nonpigmented basal-cell epitheliomas are also 


represented among the pigmented ones. 
Netherton 8 presented a case of nodular 


pigmented basal-cell epithelioma which ex- 
tended peripherally, with a tendency to 
spontaneous healing in the older parts. This 
cicatrizing is seen not infrequently in non- 
pigmented basal-cell epitheliomas as well. 
Although a single black lesion without 
clinical basal cell characteristics often causes 


Fig. 7—High-power 
photomicrograph of pig- 
mented basal-cell epithe- 
lioma sh owing large 
chips of pigment in 
cyst-like cavities in the 
tumor; these areas prob- 
ably represent groups of 
shrunken dead pigmented 
tumor cells, 


. 136/98 . 
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Fig. 6—High-power 
photomicrograph of pig- 
mented basal-cell epithe- 
lioma showing pigment in 
tumor cells and also in 
chromatophores of the 
surrounding connective 
tissue. 


confusion, and looks very much like a malig- 
nant melanoma, frequently in such cases 
one or more typical basal-cell plaques or 
nodules may be found elsewhere which call 
attention to the natuse of theedisease. 
Many lesions of pigmented basal-cell epi- 
thelioma are found on the covered portions 
of the body, so we do not feel that exposure 
to the sun is a major etiological factor. We 
were not able to obtain a history of arsenic 
ingestion in the cases of our series, but the 
possible role of arsenic from occupational 
sources, such as sprays used in agriculture, 
and arsenic exposure in certain industrial 
establishments, such as smelters should be 
considered. We are not prepared to say 
whether dryness and heat without exposure 
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Summary 


We have presented a discussion of pig- 
mented basal-cell epitheliomas seen in a 
dermatological practice during the past fif- 
teen years and have compared their inci- 
dence in the Latin-American population in 
the Southwest with that in the Anglo- 
American population. The extreme pigmen- 
tation often found in these tumors in 
Latin-Americans, and their close resem- 
blance to malignant melanoma, 1s empha- 
sized. 


1501 Arizona St. 
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ABSTRACT OF DISCUSSION 


Dr. A. FLETCHER HALL, Santa Monica, Calif.: Dr. Smith has brought to our attention a type 
of neoplasm about which virtually nothing has been written in the past ten years. It will be 
noted that the most recent reference in his bibliography is of the vintage of 1948, except the 
histological reference to Allen’s textbook of 1955. 

I was unable to find any listing of “pigmented basal cell epithelioma” in the indices of the 
last ten volumes of “The Year Book of Dermatology and Syphilology,” nor were there any in 
the “Index Medicus” covering the same period. As to textbooks, those of Ormsby and 
Montgomery, in the seventh edition, Pillsbury, Shelley, and Kligman, in the 1956 efitign, and 
Sequeira, Ingram, and Brain, in the fifth edition, do not list this entity in their indices, altho 
each devotes one or two sentences to it. Becker and Obermayer, in the second edition, Eller 
and Eller, in the second edition, Sutton, in the eleventh edition, and Andrews, in the fourth edi- 
tion each list pigmented basal-cell epithelioma in the index, but only the latter devotes as 
much as a full paragraph to the condition. 

One might assume from this generally cavalier treatment of the subject that this dermatosis 
is but a minor and casual or random variation of the species, “basal-cell epithelioma,”’ genus, 
“cutaneous neoplasm,” but Dr. Smith's interesting figures suggest that such is not the case. 

His Table 1 indicates that each of his 21 Anglo-American patients had only a single lesion, 
while his 22 Latin-American patients had a total of 48 lesions among them. : 
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His Table 2 tells us that only one of the 21 lesions in the Anglo-American group was on 
the unexposed portion of the skin, which was the hip, while, of the 48 lesions in the Latin- 
American group, 23 were on the areas usually unexposed to sunlight, and 6 more were on the 
scalp, which we might consider “semiexposed.” 

It is fair to assume that exposure to sunlight played no causative role in the development 
of pigmented basal-cell epitheliomas on the covered areas, but these lesions are as a rule 
indistinguishable clinically and histologically from those on the exposed areas of both groups. 
We are tempted, then, to conclude that none of them, regardless of location or racial back- 
ground, were caused or contributed to by exposure to sunlight. But, if this conclusion were 
justified, why do these lesions seem to affect the exposed areas of the Anglo-American 
greup so predominantly? 

This question has plagued me since I first read Dr. Smith’s provocative paper, and I am 
able to come to only one conclusion, Certain types of cutaneous neoplasms are often of actinic 
origin, while other types arise completely independent of actinic effects. One of the latter 
is a distinct variety of basal-cell epithelioma which is characterized by concomitant stimula- 
tion of melanocytes where these cells are abundant. The result is what we recognize as pig- 
mented basal-cell epithelioma. The reason that these lesions occur predominantly on the 
exposed skin areas in the case of Anglo-Americans is that those areas are the only ones 
where active melanocytes are abundant, whereas, in the Latin-Americans, the entire skin surface 
is abundantly supplied. 

I should presume, then, to submit that the pigmented basal-cell epithelioma is not a com- 
mon basal-cell epithelioma which just happened to develop increased pigment fortuitously 
but is a distinct entity consisting of basal-cell neoplasm, possibly nevoid, characterized by the 
concomitant stimulation of melanocytes and is not of actinic origin. 

Dr. ANTHONY C. CiroLLaro, New York: I, too, enjoyed this paper by Dr. Smith. I be- 
lieve that Dr. Fletcher Hall referred to the article on this same subjects which I avrote with 
Drs, Brodey and Sachs. A book written by Dr. Belisario from Australia on Skin Cancer 
has just been published, and it has an excellent section on pigmented basal-cell epithelioma. 

I agree with Dr. Smith that many clinicians confuse pigmented basal-cell epithelioma 
with melanoma. The differentiation of pigmented basal-cell epithelioma from other lesions 
that it simulates is simple because the characteristics of all basal-cell epitheliomas are the 
same regardless of whether pigment is present. 

We wrote our article in 1948 (New York Journal of M edicine) because many patients came to 
our offices and clinics having pigmented basal-cell epitheliomas which were being diag- 
nosed and treated as melanomas, with involvement of unnecessary extensive surgery. Our 
paper did emphasize the fact that basal-cell epitheliomas are no more malignant and no 
more serious than ordinary basal-cell epitheliomas and both types of lesions respond to the 
same simple treatment. 

Dr. STEPHEN RoTHMAN, Chicago: One explanation for the observed differences between 
persons with dark and light complexions is that in persons of dark races there is a greater 
amount of pigment in the melanocytes to start with. Dark-colored individuals will show 
greater pigmentary response to any cutaneous stimulation than persons with light complexion. 
After sun exposure on the face, however, there will not be much difference between face and 
trunk in the darker person as in people with light complexion. 

Concerning the radiation treatment of melanomas in Europe, I should like to state that in 
Germany and Switzerland huge doses are being given which invariably lead to chronic ex- 
tremely painful ulcerations. The method is not based on selective radiosensitivity of melanoma 
cells, but x-rays are used as a caustic procedure. 

Dayixoy L. Kite, Cincinnati: The longer I practice dermatology, the more difficulty I 

to diagnose clinically pigmented lesions of the skin. Just to make things more difficult, 
I should like to mention several other entities, in addition to pigmented basal-cell carcinoma, 
that I recently thought were maligant melanomas. One of these was a sclerosing hemangioma 
that looked clinically identical with a malignant melanoma. Another entity proved to be a 
basal-cell carcinoma into which there was a sizeable hemorrhage. Inasmuch as it was on my 
own forehead it was the cause of some concern until sectioned. It came up suddenly, was 
quite black, but fortunately the color was from hemorrhage and not melanin pigment. I can 
assure you that these are very difficult to differentiate clinically from malignant melanoma. 
As a result, one must be very cautious in making a prognosis. Particularly, one must not let 
æ remark slip about the possible malignancy of such a lesion. ‘ 
138/100 s Vol. 81, Jan., 1960 


d 2 . . 


PIGMENTED BASAL-CELL EPITHELIOMA 


I have recently been collecting a series of photographs of confusing pigmented skin tumors. 
One particular pigmented basal-cell carcinoma would have been diagnosed clinically as a 
malignant melanoma by any of us. Its growth had been rapid. Hence, it came as very 
much of a surprise to me when the biopsy report was pigmented basal-cell carcinoma. This 
type of lesion readily points out the difficulties in clinical differential diagnosis. Dr. Smith 
has done us a great service in again calling our attention to this important type of epithelioma. 
Fortunately, these lesions will respond to x-ray as well as surgery. The only difficulty with 
x-ray, as Dr. Leslie Smith has brought out, is the greater possibility of post-treatment 
pigmentation. 

It is interesting, in passing, that x-ray has been used in the treatment of malignant mela- 
noma in Europe. It came as quite a surprise to me that this modality had any effect in the 
management of these lesions. The dosage used was large, but not large enough to explain 
the result on a cauterizing effect, as has been mentioned by Dr. Rothman. Apparently, 
there is some definite favorable influence exerted on this type of tumor by this modality. 

Dr. ORLANDO Canizares, New York: I want to congratulate the presenter of this excellent 
paper, and to confirm his findings as to the frequency of the pigmented basal-cell epithelioma 
in Latin-American Indians. 

In Central America and in Colombia, I have had the opportunity to see many cases of this 
condition. A study of the racial characteristics of skin cancer is always interesting. The 
low incidence of basal-cell epithelioma in the American Negro is well known. The actual 
frequency of skin cancer in Latin-American Indians has not been well studied, but it may be 
said that pigmented basal-cell epithelioma is the rule and not the exception. 

Dr. WALTER F. Lever, Boston: From the clinical point of view, the pigmented basal-cell 
epithelioma deserves recognition as a distinct entity. However, from the histological point of 
view, this really is not the case, because, if silver stains are routinely performed on basal-cell 
epitheliomas, the presence of melanin can be demonstrated in a large percentage of basal-cell 
epitheliomas. Many basal-cell epitheliomas contain melanocytes, an observation which sup- 
ports the thesis of the origin of basal-cell epitheliomas from the primary epithelial germ 
since the primary epithelial germ normally contains melanocytes. As the primary epithelial 
germ matures into a hair-forming structure, melanocytes arrange themselves among the pri- 
mary epithelial germ cells and, later on, are found among the hair matrix cells overlying the 
hair papilla where they form the melanin of the hair. 

Dr. HERMAN BEERMAN, Philadelphia: Dr. Lever beat me to the punch, because I wanted 
to emphasize the role of silver stains in producing these pigmented manifestations of basal- 
cell epithelioma. In the histopathologic examination of such lesions, we believe we can diag- 
nose them in two ways: those that are basal-cell epitheliomas with pigment, and pigmented 
basal-cell epitheliomas, the former being those in which there is benign pigment rather than 
melanin present. Of course, Dr. Lever, having at his command so many facilities, does 
routine silver stains on all his basal-cell epitheliomas, but that is a rather expensive proposi- 
tion, in time and facilities, and one need not go that far. I think the important thing is to 
differentiate between the benign rather than the melanin pigmentation. 

Dr. Louis H. Winer, Beverly Hills, Calif.: Basal-cell epithelioma is most frequently a 
tumor of the hair follicle matrix origin, and since in the hair follicle matrix, there is melanin, 
especially in darker-skinned individuals, with dark hair, you will find more pigment. The 
sections of pigmented basal-cell epitheliomas which Dr. Smith showed contained histologically 
within the centers of the nests of basal cells an increased amount of pigment. In lesions 
from light-skinned persons there is a clear space in the centers of the nests of basal-cell 
epitheliomas. If one searches he can see that this is an embryonal hair. 

Dr. Leon GotpMAN, Cincinnati: I should like to say how much we appre this 
excellent series of Leslie Smith’s, for those of us who are working on pigmented basal- 
malignancies. (A.M.A. ARCH. DERMAT. 75:351 [March] 1957.) 

We have been interested, as everybody has, in the differential diagnosis, that is, the early 
differential diagnosis, with the skin microscope. This is done by clearing the skin and using 
with intensive illumination. Then we can see the early evidence of pearling together with 
pigment. You never see pearling at all in a melanoma. That is all right if the intensity of 
pigment does not cover up the evidence of pearling. 

The other feature is the cicatricial portion, which you do not see develop spontaneously 
in melanoma. Differential diagnosis and skin microscopy, between seborrheic keratosis and 
pigmented basal cell, is much easier. . 
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I was interested to see his sections on the pigment collection in cysts. When you see pig- 
mented basal-cell malignancies, with pigment only deep in the interstitial tissue and not in the 
tumor cords, you are at a loss to explain it, Pathologists have told us that comes only from 
the degeneration of the pigmented basal cells, and this cyst area, I think, helps to establish that. 

The recurrence of pigment after x-ray therapy, may be due, of course, to inadequate 
therapy and recurrence of pigmented basal, but when our biopsies of these pigmented areas 
in the scar have been negative, we have assumed that that is just the persistence of deep collec- 
tions of extra cellular pigment. Certainly, we agree that surgery is much better in these cases. 

Dr. SAMUEL W. Becker, Long Beach, Calif.: There are three ways of diagnosing pig- 
mented basal-celled carcinomas, The first is clinical, and about 8% of them in a series that I 
reported were pigmented, clinically. (Becker, S. W.: Melanotic Neoplasms of the Skin, 
Am. J. Cancer, 22:17-40, 1934.) 

The second is by means of the H & E preparation, as was used by May Owen (Basal Cell 
Carcinoma, a Study of 836 Cases, 4.M.A. Arch. Path. 10:386, 1930) at the Mayo Clinic. 

The third is by impregnating with one of the silver salts. We used silver nitrate, which 
did not reveal 50%, as Dr. Lever has just mentioned, but 33% melanotic tumors. Bernard 
Lennox in Great Britain, using a similar method, found 37% pigmented tumors, 

The history of melanotic carcinoma is rather confusing because in early reports it was 
dificult to know whether melanoma or melanotic carcinoma was being described. In 1875, 
the first moulage was made at the Hospital St. Louis in Paris of pigmented basal-cell 
carcinoma. In 1901, Dubreuilh stated that pigment “is not rare” in all forms of rodent ulcer. 
Dr. Pardo-Costello reported a case in 1929, and Eller and Anderson in 1933, and Cipollaro 
and his group later. 

There are several theories about the formation of pigment. The first is that it comes 
only from the melanocytes, to which I subscribe. The second is that it can be present in 
melanocytes and the tumor cells themselves. Stewart and Bonser in Great Britain went so far 
as to state that the tumor cells themselves form most of the pigment. 

This is a dopa reaction in normal melanocytes present in pigmented basal-celled car- 
cinoma. The dopa-negative brown cells are simply macrophages. 

The prognosis has been given in three ways. Some people say it is the same as the non- 
pigmented tumors, which I believe. Some say it is better than the nonpigmented. Some say 
it is worse, possibly harking back to the seriousness of melanoma. 

Dr. LesLie M. Smita, El Paso, Texas (Closing): Our reason for presenting this series of 
cases was the fact that this type of epithelioma has received rather scant attention in the litera- 
ture, no large series of cases having been reported, and the fact that it often shows in the 
Latin-American such extreme pigmentation as to make it clinically indistinguishable from 
malignant melanoma. 

I was interested in Dr. Kile’s theory, that is, that in Latin-Americans there are a greater 
number of active melanoblasts; however, the Latin-Americans have more nonpigmented basal- 


cell epitheliomas than pigmented ones. 
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X-Rays vs. Other Modalities in the Treatment of 


Acne Vulgaris 


A Review of One Thousand Two Hundred Sixty-F ive Cases 


STUART C. WAY, M.D., San Francisco 


Since the advent of the atom bomb and 
the adverse publicity which it prompted, 
the effect of radiation on the human body 
continually presents itself in the mind of the 
patient when x-rays, radium, and even tho- 
rium X are to be used therapeutically. 


Rather than fear radiotherapy, it 1s well 
for the patient to realize that x-rays and 
radioactive isotopes used in medicine for 
diagnostic and therapeutic purposes are for 
the benefit of mankind and as such are well 
controlled. s 


The antiradiation-minded person should 
be aware of the fact that mankind is ex- 
posed to ionizing radiation not only from 
medical and industrial procedures but main- 
ly from natural sources, such as the cosmic 
rays, radiations from radioactive elements 
in the rocks and soil, from radioactive 
foods, luminous dials of watches, television 
sets, and from environmental contamination 
due to nuclear explosions. 


Theories Pertaining to the Etiology 
of Acne Vulgaris 


Daniel Turner! as early as 1714 de- 
scribed acne under the name of “pimple” or 
“yarus” and thought it arose from the ali- 
mentary juices. 

Jonathan Green ? in 1833 seems to have 
been the first to mention milk products as 
being one of the acne-causing foods when 
he stated, “In one case I have known a 
few pustules of acne indurata very con- 
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stantly follow indulgence in particular ar- 
ticles of food especially cheese.” 

According to Hyde è (1893) “a great deal 
will be accomplished by cutting down the 
quantity of food eaten while regulating its 
quality. Alcohol is generally to be prohib- 
ited, and it is idle to treat a severe case of 
acne in a young male subject who cannot 
for the time abandon the use of tobacco 
in every form.” 

H. Radcliffe-Crocker * (1905) states that 
“diet has some effect, beer and excessive 
consumption of sweets are predisposing 
causes, but this may be because so many 
acne patients have imperfect digestions.” 

F. Wise and M. Sulzberger 5 (1933), in 
commenting on the improvement noted after 
a reduction of sweets and starches, stated 
the belief 


the ill effects noted after high carbohydrate diets 
were in some instances due to an idiosyncrasy to 
certain specific items in the high carbohydrate diet. 
They mentioned particularly chocolate and white 
bread. The aggravations which occurred after the 
ingestion of white bread were not considered to be 
evidence of specific food sensitivity but were be- 
lieved to be caused by improvers in the bread. 
These improvers contain potassium bromate which, 
in the process of baking, becomes reduced to bro- 
mine. Because of their high iodine content, certain 
foods, including spinach, sea foods, cabbage, let- 
tuce, and artichokes were to be prohibited. 





curable by elimination diets but stated that 
the offending foods cannot be determined 
by skin tests. 

Cunningham and Mendenhall? (1936) 
performed scratch tests on 42 patients with 
acne. They found that spinach, pork, and 
potatoes frequently gave positive reactions 
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and stated that about 75% of their group 
of patients were from 50% to 100% im- 
proved by food eliminations. In their opin- 
ion all patients with acne were sensitive to 
food protems, but they stated the belief that 
other factors, such as endocrine disturb- 
ances, could produce acne in a small group 
of patients. 


Crawford and Swartz 8 (1936) hospital- 
ized 10 patients with acne vulgaris, put 
them on a high carbohydrate diet—5 mg. 
per kg. of body weight supplemented by 
daily intravenous injections of 1,000 cc. of 
5% dextrose solution—and found that dur- 
ing the hospital stay all tests for dextrose 
tolerance were normal and the average blood 
sugar level for the group was only 84.4 mg. 
per 100 cc. Strangely enough, none of the 
patients were adversely affected by this diet 
and five actually improved. 


V. Stryker and M. G. Bloom® (1938) 
believed that “diet if well balanced need 
not be disturbed except to omit the main 
halogen-containing foods and drugs which 
sometimes tend to aggravate an existing 
condition. There is no proof of the evil 
effect of carbohydrates or fats in acne. It 
is our belief that the growing youth needs 
these high caloric foods and should not be 
deprived of them.” 

J. H. Stokes and T. H. Sternberg 1° 
(1939) made the following statement: 
“Nine observational items contribute to our 
conviction that the allergic state in its vari- 
ous manifestations is an important compo- 
nent of the etiologic complex of acne. The 
familial and hereditary background of the 
allergic state was present in 33% of 175 
cases in our series in which a history ade- 
quate for study was available.” 


Apparent Specific allergic reactions 
with ed eruptive flares, based on the 
ingestion of chocolate and milk and with 
recovery after therapeutic failure by rigid 
exclusion of these foods, were observed. 
The observations confirm those of Rowe! 
and of Cleveland White as to the impor- 
tance’ of sensitiveness to certain foods in 
the causation of acneiform eruptions. “Sex- 
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ual tension of the patient with acne, ma 
its repercussions on the endocrine mecha- 
nism, is better defined by a study of indi- 
vidual cases than by generalization.’ An 
analysis of factors of relapse operative in 
200 cases shows dietary lapse; menstrual 
flares; neglect of the scalp; overwork; late 
hours and fatigue; contact inoculation; in- 
tercurrent infection; worry and nervous 
tension, and alcohol excess to the foremost. 

Cormia™ (1940) found that approxi- 
mately 20% of the patients with acne in his 
practice showed clinical evidence of food 
sensitivity; 70% of this group were greatly 
improved or cured by food eliminations. 

The foods provoking the largest number 
of lesions were, in order: wheat, tomatoes, 
milk, chocolate, nuts, and spinach. 


R. L. Sutton Jr.™* (1941) believes acne 
vulgaris is a metabolic disease and claims 
that it depends on imbalance between the 
dietary intake of lipqids and the patient’s 
capacity for metabolizing them. “Milk and 
milk products, being particularly rich in 
fat, are the commonest harmful ingredients 
of the diet of patients with acne, their bane- 
ful effect has nothing to do with allergy.” 
Sutton also states that “acne often appears 
in slender young women soon after they 
undertake to gain weight by drinking milk 
and cream in unusual quantities.” 

According to Wohl 15 (1945), “Adoles- 
cent acne, so very common in those of ‘teen’ 
age, is not primarily of dietary origin, but 
the secondary role that diet plays in it is 
important.” 

S. C. Way and G. C. Andrews 18 (1950) 
concluded that “their studies emphasized the 
complexity of acne when viewed purely 
from an etiologic standpoint. The impor- 
tance of such contributory factors as diet, 
especially milk, and the effect of psycho- 
genic disturbances on the endocrine system 
deserve the greatest consideration.” 

R. W. Goldblum *™ (1951) stressed the 
fact that “the effect of emotion on the aller- 
gic state is well recognized in connection 
with urticaria. In observing effects on acne, 
one is seeing nothing more than the now 
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ealetecogiinad fear component of any al- 
lergy. Determination of the action of tear 
and anxiety on the gastrointestinal seere- 
tions is then a part of the necessary study 
of every patient with acne.” “It is impos- 
sible to observe acne from week to week, 
particularly in college students under exam- 
ination pressure, without recognizing the 
unfavorable influence of fatigue and ex- 
haustion in many cases. It must be recalled, 
too, that fatigue is both an originator and a 
broadener of the base of the allergic state, 
and this influences persons whose acne ex- 
hibits an allergic phase.” 


T. W. Murrell and T. W. Murrell Jr.’ 

(1952) seem uncertain about the role of 
foods in acne and state, 
Always foods have been regarded as acnogenic 
and it is a controversial subject. Sulzberger in the 
Yearbook for 1949 makes this statement: ‘In acne 
it is not known whether such foods act as allergens 
or whether they exert their undesirable action by 
some other meehanism. However, whatever the 
mechanism of food aggravation of acne vulgaris, 
the fact has been established that the available 
skin tests are useless for finding the offending 
foods. One gets weary of following worn-out 
paths with no visible help, and the elder of the 
presenters of this paper is now convinced that foods 
have no effect in acne except in their fat content 
which overburdens the fat metabolism. Chocolate, 
for instance, has always been considered a chief 
offender but chocolate is a heavy fat and the same 
harm can be done by French fried potatoes or a 
dish of vanilla ice cream. 


R. L. Day and N. P. Anderson *° (1952) 
in handling the diet problem in acne wrote 
that, in general the fewer foods the adoles- 
cent must avoid and still achieve improve- 
ment of his eruption, the more likely he is 
to co-operate. “Psychologically it seems 
wise to explicitly inform the patient what is 
best to eat, since this is the age group which 


> 39 


delights in doing the “don’ts’. 


J. M. Van Went”? observed while treat- 
ing patients by ultrashort waves for disturb- 
ances in mental development and asthma 
that those subject to acne vulgaris showed 
improvement during the treatment. “Much 
of the acne disappeared; the skin acquired 
a less irritated appearance and began to 
show a normal aspect in many places. The 
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majority of the patients were free from 
acne after discontinuation of the treatment, 
others had improved a good deal. Various 
investigators consider this affection as one 
of hormonal origin and the results obtained 
may confirm this theory.” 

Kline 2! (1954) is under an impression 
that “although most of us have given up a 
rigid scheme of dietary treatment in acne, 
diet still is recognized as an important fac- 
tor in influencing the course of the disease. 
The practice of flatly interdicting ‘all fats 
and sweets’ has been abandoned by most 
dermatologists. There is no agreement as 
to the mechanism by which certain foods 
produce or aggravate the disease.” 


G. H. Curtis?? (1954) believes that 
iodized salt, nuts, chocolate, fish and shell- 
fish, particularly sea food, cheese, and vege- 
tables with high-iodine content, should be 
eliminated from the diet. “Also that carbo- 
hydrates, fats, and proteins per se have no 
adverse influence on acne, but individual 
foods may have. During the course of man- 
agement when exacerbations are not other- 
wise explainable, experimental withdrawal 
and readdition of foods such as milk, eggs, 
wheat, pork, and fresh-water fish are under- 
taken.” 


Moore 2* (1955) differs from many ob- 
servers when he states that “the role of 
dietary indiscretion has been overempha- 
sized in the treatment of acne vulgaris. Our 
experience has led us to believe that choco- 
late is the only incriminating food and it 
is routinely insisted that all acne patients 
abstain from chocolate in every form.” 


A Case Record Review 


Twelve hundred sixty-five (1,265) case 
records of patients who co med of acne 
vulgaris, in its various forms, re- 
viewed for the purpose of determining first, 
whether x-rays were a necessary thera- 
peutic adjunct, and secondly, to evaluate the 
contributing or causative factors. 





The available data indicated that a large 
percentage of these patients had either 
shown a previous unfavorable response to 
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therapy or were undergoing an exacerbation 
of their acne. 

One hundred seventy-three (173) of 
these patients had previously been treated 
by x-rays, diet, hormones, vaccines, etc. 
Five hundred eighty-eight (588) had been 
treated by methods other than x-rays, and 
five hundred four (504) represented new, 
untreated cases. 

From this series of 1,265 cases, two hun- 
dred sixty-five (265) were discarded due 
to the fact that the duration of treatment 
was insufficient for evaluation purposes. 


Data Based on One Thousand 
Case Histories 


In this series Caucasians were 984; Chi- 
nese and Japanese 14; Negroes 2. 


Average age of patients 21.9 yr. 
Average duration of the acne 4.79 yr. 
Type of acne present: 

1—Papulo pustular 841 cases 

2—Cystic 159 cases 

Etiology (Suspected) 

A—Diet 448 cases 
B—Endocrine imbalance 302 cases 
C—Neurogenic factors 120 cases 
D—Allergic complications 80 cases 


The case records were divided into two 
groups: The first numbered four hundred 
seventy-eight (478) and consisted of those 
seen prior to 1945 with an average of 5.6 
months of treatment. The second group of 
five hundred twenty-two (522) consisted of 
those seen after 1945 with an average of 
11.1 months of treatment. The longer dura- 
tion of treatment of the second group is 
believed due to the fact that a large percent- 
age of the patients were covered by some 
form of health insurance. 

Diet No. | was usually recommended for 
those in Group One and Diet No. 2 with a 


few excepti or those in Group Two. 
Diet No. 1 
Beverages Not Allowed 

Chocolate or cocoa, alcoholic drinks, ice cream 
sodas, malted milk and cream. è 

Foods Not Allowed 

Fruit: Oranges, plums, persimmons, grapes, figs, 
bananas, and pears. 

Vegetables: Avocado, corn, sweet potatoes, and 
black-eyed peas. 

Miscellaneous: Pork, cheese, rich gravies, rich 
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TABLE 1.—Therapeutic Results in 478 Cas” 


of Acne Seen Prior to 1945 








Treatment Including Treatment Without 


Results: X-rays: 337 Patients X-rays: 141 Patients 
Excellent 9.19% 16.31% 
Good 18.99 % 15.60 % 
Fair 36.79 % 36.87 % 
Poor 35.01 % 31.20% 
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salad dressings, peanut butter, raisins, preserves, 
jellies, pickles, condiments, and pepper sauces. 
Avoid Eating Large Portions 
of the Following : 

Bread, cereals, potatoes, rice, tapioca, split peas, 
noodles, pancakes, apricots, pineapple, prunes, beans, 
tuna fish, salmon. 

Patients were warned against the use of iodized 
salt, iodides, and bromides. 

Diet No. 2 

Avoid milk and its by-products, chocolate, citrus 
fruits, nuts, grapes, iodized salt, and foods high 
in iodine content. 


Diet No. 2 is a much more liberal one as 
it does not restrict the use of fats and carbo- 
hydrates. 


Summary 


In order to summarize the effectiveness 
of x-rays in acne vulgaris, the 1,000 
cases were divided into two groups; namely: 
those whose treatment included x-rays, and 
those treated by other methods. 


In this series of cases, x-rays were used 
less frequently by me after 1945 as the fol- 
lowing statistics show : 

l. Prior to 1945, 70.5% of the 478 pa- 
tients received x-ray therapy. 

2. After 1945, 21.8% of 522 patients 
received x-ray therapy. 

On the other hand, (estimates based on 
1,265 patients) the following statistics indi- 
cate that x-rays are still being used by many 
California dermatologists as frequently as 


TABLE 2—Therapeutic Results in the 522 Cases 
of Acne Seen After 1945 
8S—e——oeoeonmwwmOOOOwmaoTOO@owsaaRRR9D eo 


Treatment Including Treatment Without 


Results: X-rays: 114 Patients X-rays: 408 Patients 
Excellent 14.03 % 19.60 % 
Good 21.05 % 25.24 %, 
Fair 30.70 % 39.95 % 
Poor 34.13 % 15.18 % 
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TABLE 3.—Results Obtained in 1,000 Cases 
of Acne Vulgaris 








Treatment Including Treatment Without 


Results: X-rays: 451 Patients X-rays: 549 Patients 
Excellent 11.61 % 17.95 % 
Good 20.02 % 20.42 % 
Fair 33.74 % 38.41 % 
Poor 34.57 % 23.18 % 
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they were prior to 1945, regardless of the 
advent of such modalities as the sulfona- 
mides and the antibiotics: 
1. Prior to 1945, 13.9% of 624 new acne 
patients had already received x-ray therapy. 
2. After 1945, 13.4% of 641 new patients 
had already received x-ray therapy. 


Conclusions 


One thousand case records of patients 
with acne vulgaris were carefully reviewed 
from the standpoint of etiology and thera- 
peutic results., n 

1. Tension in its various forms, although 
often obscured, is believed to be an impor- 
tant, underrated cause of acne. Its effect 
upon the skin is more or less indirect as it 
is capable of disturbing the body metabo- 
lism including the endocrine balance. This 
importance of tension as a causative factor 
in acne is substantiated by the fact that 
patients while on a pleasure trip can often 
eat with impunity certain foods that have 
been known to cause exacerbations at home. 

2. Although 8% of the patients suffered 
from various forms of allergy, this figure 
represents a low normal. 

3. Diets No. 1 and 2 were equally help- 
ful, as both eliminate such offenders as milk 
and its by-products, chocolate, oranges, nuts, 
grapes, and foods high in iodine content. 

4. The therapeutic results obtained in 
patients treated after 1945, especially in the 
nonradiated, speaks well for the effective- 
ness of such new modalities as the sulfona- 
mides, the antibiotics, the hormones, and 
steroid-containing lotions. 

5. Recent observations seem to mdicate 
that the cystic type of acne should be stud- 
ied from an allergic as well as endocrine 
standpoint. 


Way 


6. Evidence is lacking to justify the use 
of x-rays in the management of acne vul- 
garis unless other methods prove ineffective. 


490 Post St. 
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ABSTRACT OF DISCUSSION 


Dr. Georce C. ANpREws, New York: Dr. Way 
has clearly demonstrated that the modern treat- 
ment of acne with estrogens and antibiotics is far 
more effective, at least temporarily, than the treat- 
ment in vogue before the antibiotic era. The bene- 
fits of x-ray treatment, like the benefits of 
sunlight, upom acne have not been explained. No 
one knows why sunshine helps acne, and no one 
knows why roentgen rays benefit acne. The theory 
that the imprevement from x-ray treatment is due 
to an inhibition of the functional activity of the 
sebaceous glands has long been dubious. That 
x-ray treatment is effective in acne has been 
proved beyond doubt by practically all of the great 
dermatologists of the past 50 years, Whether the 
benefits from x-ray treatments can be attained by 
a dose small enough to be safe is another matter. 


Of the thousands of acne patients that I have 
treated with x-rays during the last 40 years, I can 
count on my fingers the few who have received 
any damage te the skin or otherwise from the 
treatment. In these very few patients, whether any 
atrophy or epithelioma might have been caused by 
undue amounts of sunlight or by the x-ray treat- 
ment is deb and then many people develop 
epithelj without any history of x-ray treatment 
ndue exposure to sunlight. 

There seems to be some relationship between 
actinic and roentgen ray irradiation and epithelioma, 
but this has been known for half a century. Ad- 
verse publicity has frightened the people into a 
panic against all kinds of radiation. However, it is 
my impression that sunbathing is more dangerous 
-than modern roentgen ray therapy in selected cases 
where, no other agent will produce a cure. 
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Steroids are being tossed around like lollipops, 
and if someone develops hypertension, diabetes, im- 
potence, or other Cushingoid symptoms from the 
treatment of psoriasis or atopic dermatitis, it is 
just part of the age we are living in. In 1944, 
everyone was using penicillin for the treatment of 
sore throats, colds, and other minor ailments. Now, 
penicillin treatment is carefully regulated. 

X-ray treatment is also carefully regulated. 
When superficial x-ray treatment is indicated in 
cases where other remedies have failed, it should 
be used. And, with modern x-ray technique, the 
gonad dose and the dose to the thyroid and to 
other viscera is either too small to measure or in 
the order of milliroentgens. When this dose is 
compared to the doses of irradiation received from 
natural sources, it is very small. Of course, 
theoretically, the impact of one photon may pro- 
duce a mutation, and there is no definable safe 
dose. In the practice of medicine. the physician 
is forced constantly to deal with calculated risks, 
not only with x-rays, sunlight, cortisone, peni- 
cillin, and novocaine, but in all medical and sur- 
gical procedures. The same is true in industry and 
is the essence of life itself. We take a taxi, we go 
in an airplane, we eat it, a restaurant—all are cal- 
culated risks. Many times have I heard a mother 
say, “Johnny is not doing well. His skin is all 
right as long as he takes the antibiotics, but as soon 
as he stops them, the acne breaks out again. I 
realize that he cannot take antibiotics forever. 
Doctor, why do not you give him x-ray treatment? 
I had a bad case of acne, and that is the way you 
cured me.” 


In a few teaching centers, the heads of the 
dermatological department, 40 or even 30 years 
ago, were so interested in syphilis or in allergy or 
in some other field of dermatology that they were 
never especially interested in radiation therapy. 
In most of these institutions, superficial roentgen 
therapy was done by the department of radiology. 
Where did the radiologists learn to treat skin 
cancer and other dermatoses? They came to Prof. 
George MacKee or Guy Lane or Everett Lain or 
Lyle Kingery and other well-known teachers of 
dermatology. These leaders of dermatology taught 
the radiologists 30 to 40 years ago how to use 
superficial roentgen therapy. 


The point I want to make is that in certain 
very fine dermatological teaching centers, no in- 
terest was taken in superficial radiation therapy. 
In these institutions, following the trend of their 
predecessors, radiotherapy of acne is now being 
decried as useless, and, in fact, all superficial radia- 
tion therapy has been stopped or referred to the 
department of radiology. Largely because they 
arẹ more acceptable to the public, younger men 
have now become familiar with Grenz rays, 
whereas many of us used Grenz rays 40 years ago. 
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The elder Bucky, in 1926, defined Grenz rays as 
those x-rays produced by 10 kv. or less, with a 
half-value layer of 10 to 20u of aluminum. He 
claimed special biological effects for Grenz rays 
which have long since been proved to be untrue. 
Higher voltages, such as 35 kv., are now being 
classed as Grenz rays. Therapy of skin diseases 
by x-rays produced at 30 to 50 kv. was carefully 
studied 40 years ago by Samuel Stern and others 
of New York. There is nothing new in the use 
of these low voltages with beryllium window or 
other especially constructed x-ray tubes. 

We had to smuggle such tubes into this country 
from Germany because the General Electric Com- 
pany, which had the patent rights, would not 
manufacture them 30 years ago. However, there 
is at present a fearsome distrust of radiation 
therapy. The trend of the times is toward steroids 
and antibiotics and away from radiotherapy. This 
is the pharmaceutical age, as evidenced by the 
postman as well as the doctor. We cannot stop 
such trends. In the field of medicine, one wave of 
enthusiasm replaces another wave. Maybe, some 
40 years hence, about 2000 A.D., some brilliant 
young dermatologist will rediscover that the safest 
and most effectave treatment to cure some cases 
of acne, and some other dermatoses, is superficial 
roentgen therapy. Sperm counts and other tests 
may suggest that x-ray treatment is safer than 
long-continued use of estrogens, steroids, and anti- 
biotics. It is perfectly possible that history will 
repeat itself. 

Dr. Herman V. ALLINGTON, Oakland, Calif.: 
I think that the fundamental etiologic factors in 
the development of acne are heredity and skin 
type and endocrine disturbance. Other things, in- 
cluding diet, emotional disturbances, and infection 
are of secondary importance. 

So far, our knowledge of endocrinology is not 
adequate and we do not have simple, single-target 
endocrine preparations to use. 

Attention was called to this problem recently 
when I was asked to rewrite the directions that are 
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given to the students with acne seen in the Student 
Health Service at the University of California. 
I found that even among the four of us in the 
skin department, who have worked together for a 
long time, there was little agreement as to what 
we should tell the students with respect to diet 
and routine care. I think, to take diet as an ex- 
ample, our ideas are based on old wives’ tales and 
tradition and impressions rather than on fact. 


It is difficult to plan a study to evaluate causative 
factors in acne. The number and nature of the 
variables makes an adequate control almost im- 
possible. 


Thus, it is difficult to evaluate Dr. Way’s results 
with respect to x-ray therapy. His study repre- 
sents a great deal of effort and is a step in the 
direction of separating fact from fancy in this 
complex problem. 


Dr. Frank J. ErcHentAus, Washington, D.C. : 
I rise to ask Dr. Way one question. I noticed, 
in his table showing the etiology, he divided them 
into dietary, endocrine, and so forth. I should like 
to know by what measures or by what standards 
he established these factors as the causes of the 
acne. 


Dr. Stuart C. Way, San Francisco (Closing) : 
My opening paragraph is really a plea for the 
use of x-ray in dermatology, although it was not 
read at this time, due to the length of the paper. 
The object of this study was to evaluate the re- 
sults obtained when different modalities, especially 
x-rays, were used, rather than to recommend any 
certain modality. 


As to Dr. Eichenlaub’s question, when a patient 
repeatedly complains of an outbreak after having 
had a certain food, such as milk, diet is suspected. 
As to probable endocrine causes, when an exacerba- 
tion occurs at the time of the menstrual period, 
one should consider an endocrine imbalance. As 
the etiology of acne is often multiple, one can 
only suspect diet or an endocrine imbalance, when 
exacerbations occur. 
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The Place of Grenz Radiation in Dermatologic 


Practice 


VICTOR H. WITTEN, M.D., New York 


When the first atomic bomb was dropped 
on Hiroshima a little less than 15 years ago, 
it is doubtful that anyone anticipated that 
the events which were to follow would have 
such a profound and universal effect on 
medical thinking. I refer specifically to the 
notion which has been aroused in so many 
patients, as well as physicians, that any 
form of ionizing radiation, whether for 
diagnostic or therapeutic purposes, is a 
potential, if not certain, danger. This notion 
is so strong and prevalent that considerable 
resistance to the use of these modalities is 
now encountered with almost predictable 
regularity in the routine practice of derma- 
tology. 

It is because of this exaggerated antag- 
onism to the therapeutic use of any form of 
ionizing radiation that I have chosen to 
deliver as my inaugural paper before this 
organization, composed wholly of derma- 
tologists, one on a form of ionizing radia- 
tion which I am convinced has a definite 
and well-established place in dermatologic 
practice. I refer to the ultrasoft x-rays 
commonly known as grenz rays—for here 
is a form of x-radiation which is so super- 
ficial in its action, and therefore so unsuited 
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for deeper radiation therapy, that it is pre- 
eminently, if not exclusively, the tool of the 
dermatologist. 

The purpose of this presentation, then, is 
to call attention to the place of grenz radi- 
ation in dermatologic practice and to point 
out the fundamental knowledge that one 
must have to use this modality safely and 
effectively. 

Ever since the clinical use of grenz rays 
was introduced by Gustave Bucky in 1925, 
this form of ionizing radiation has been in 
more or less disuse, if not to say disrepute, 
in the United States as a means for treating 
diseases of the skin. In recent years, how- 
ever, previously existing shortcomings and 
disadvantages of this form of therapy have 
been largely overcome, and the method is 
being used increasingly by dermatologists 
in this country.'® The following are among 
the reasons why this is so: (1) Grenz ray 
machines and tubes have become readily 
available; (2) the design and construction 
of the units have been improved, permitting 
ease of manipulation and use; (3) grenz 
ray tubes have been made more effective 
and dependable to use, notably because of 
the introduction of the more stable thin 
beryllium windows; (4) dependable instru- 
ments for more accurate measurements of 
this soft form of x-radiation have become 
available; and (5) considerably more has 
become known concerning the indications, 
dosage schedules, and results to be antici- 
pated from grenz ray therapy. 

While the above were important in over- 
coming the handicaps which retarded the 
acceptance and usefulness of grenz radia- 
tion in dermatologic therapy, I believe that 
there are other, even more important rea- 
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sons to account for the current increasing 
popularity of grenz rays for the manage- 
ment of selected benign dermatoses. These 
are the following : 

1. The factor of safety with regard to 
the skin and subcutaneous structures. 

Because of their soft quality, grenz rays * 
do not seriously damage the skin in spite of 
repeated courses of therapy to the same 
site; nor do these soft rays damage the 
subcutaneous structures underlying the 
lesions being treated, with resulting degen- 
erative changes and eventual serious se- 
quelae. 

The remarkably wide margin of safety 
for grenz rays is attested to by the fact that 
a careful review of the world medical litera- 
ture by Hollander and Sagher’ failed to 
reveal even one report of keratosis, indolent 
ulcer, or malignancy that could be attributed 
to this form of radiation. Since this com- 
pilation by Hollander and Sagher, Kalz ê has 
reported the occurrence of keratoses on the 
dorsum of the hand of one patient which 
appeared one year after the administration 
of 3,950 r to a nevus flammeus of the area 
when the patient was 14 months of age. 
This is the only case of keratoses following 
grenz radiation known to Kalz. With this 
one (perhaps not altogether certain) excep- 
tion, in addition to the rather common tem- 
porary erythema and pigmentation, only 
very few instances of superficial atrophy 
and telangiectasis have been reported,® and 
then only from doses much greater than 
those used for the routine treatment of 
benign dermatoses. 

2. The factor of safety with regard to 
the possibility of genetic damage through 
irradiation of the gonads (gonad dose). 

Because of the soft quality of grenz rays, 
secondary or scattered radiation is not a 
problem, and, as shall be discussed later, 
these soft x-rays may be used in the prox- 
imity of the gonads. 


* The term grenz rays as used by the derma- 
tologist refers to radiation ordinarily delivered be- 
tween 8 and 15 kv. and with a half-value layer 
(HVL) of approximately 0.018 to 0.036 mm. 


aluminum. 
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3. The great and growing fear of harm- 
ful sequelae from even properly applied 
conventional + x-ray therapy. 


The fact that this fear 1° (a fear that is 
shared by many physicians as well as lay- 
men) is largely, though not entirely, unrea- 
sonable does not alter the resistance that 
some patients and physicians offer when 
x-ray therapy is suggested. It is not unex- 
pected then that dermatologists are shifting 
to the use of a form of radiation which is 
so free of any shade of criticism because, 
when used according to accepted technics 
and established dosage schedules, grenz ray 
therapy has been proven to lack the poten- 
tial for damage which has aroused the fears 
directed against conventional x-rays. 

With the increasing dermatologic use of 
grenz ray therapy, it is important that there 
be some standardization and uniformity in 
its application. In order to achieve the full- 
est therapeutic benefits possible from this 
safe form of soft radiation it is imperative 
that: (1) the grenz ray unit be properly 
calibrated; (2) the selection of lesions for 
grenz ray therapy be based on a familiarity 
with the depth dose curves for radiation of 
this quality; (3) the few required simple 
precautions be taken when treating lesions 
in the gonadal areas; (4) the equipment 
(and shielding) be used correctly, and of 
course (5) the proper indications and dos- 
age schedules be known and observed. 


Grenz Ray Unit 


Proper Calibration of Grenz Ray Unit 

Here I would like to tell a little story, and 
a true one. About two years ago a derma- 
tologist practicing elsewhere in the United 
States, knowing of my iaterest in grenz 
radiation, wrote me eat ee following : 
He had recently purchased a new grenz ray 
machine and had it calibrated by a physicist 
ftom a nearby metropolitan city. On receipt 


+ The term conventional x-rays as used by the 


dermatologist refers to radiation ordinarily de- 
livered between 70 and 100 kv. and with a half- 
value layer (HVL) of approximately 0.5 to 1.0 
mm. aluminum. s 
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TABLE 1.—Comparative Calibrations of the Same 
Grenz Ray Unit 
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First Second Third 
Calibration Calibration Calibration 
Kv. 12.5 12.5 12.5 
Ma. 15 15 15 
TSD (cm.) 15 15 15 
HVL (mm. Al) 0.07 0.05 0.033 
r/min. 300 2,960 6,900 


OO 


of the calibration, because of his many years 
of familiarity with the use of both conven- 
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dose. In that his newly purchased unit was 
of the same make and series as the two new 
units purchased by Dr. Sulzberger and me, 
which we only recently had had calibrated, 
I compared calibrations £ and was literally 
shocked to see (1) the tremendous differ- 
ence in half-value layer (HVL) and roent- 
gen output per minute (r/min.) which the 
calibrations indicated to exist between our 
colleague’s unit and our units, and (2) what 
I considered to be a woefully inadequate 


TABLE 2.—Copy of Calibration Report of Grens Ray Unit (See Table 1, First Calibration) 
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1 2 3 4 5 7 8 y 10 11 
Distant, Half Value 
Technique Kv. Milliamp. Cone Inches Filter r/Min Layer 
15 15 0 6 575 
14 445 
1214 300 0.07 mm. 
Al 
li 110 
10 75 
8 2 
e Ea 


At 6” STD the field is 4” in diameter. 
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tional x-rays and grenz radiation, he and 
his associate performed a biologic test by 
irradiating circumscribed areas on_ their 
own inner arms with 100 r, according to 
the factors given in the calibration. When 
a sharp erythema developed at the exposed 
sites, our colleagues were justifiably 
alarmed, and they wondered if such an in- 
tense reaction was to be expected from what 
they considered to be a very small grenz ray 


calibration over-all for our colleague’s unit 
(shown in Table 2) as compared to the 


ł While it is not likely that grenz ray machines 
with tubes of the identical make and model and 
same window material and thickness will deliver 
radiation of exactly the same quality even when 
the kilovolt and milliampere settings and target- 
skin distances (TSD) are duplicated, one would 
have expected the r/min. and the HVL ( expressed 
in millimeters of aluminum) to be approximately 
the same. 


TABLE 3.—Copy of Calibration Report of Grenz Ray Unit of Sulzberger and Witten 
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Preset Kv. Load Ma. HVL,» Al TSD, Cm. 

9.5 D 5 18 10 

5 20 15 

10. 9 10 22 20 

A 10 24 25 
12.5 12 5 28 15 
13.3 12 10 30 20 
10 31 25 

10 32 30 

14 12 15 34 40 
15 35 50 

15.7 15 5 36 20 


Time to Deliver 


100 r 200 r 500 r 
oo Ånn a aa 

r/Min. Air Sec. Min. Sec. Min. Sec. 
2,600 4.5 12 
925 13 32 
600 10 20 50 
340 18 35 1 28 
2,320 5 13 
1,800 6.5 17 
1,130 5 11 27 
720 8 17 42 
400 15 30 1 15 
190 31 1 2 2 38 
2,100 6 14 


Se ZO 
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TABLE 4—Copy of Calibration Report of a Grenz Ray Unit 


1 2 3 4 5 6 7 8 9 10 11 12 13 14 
Primary Auto Added 
Tech- Peak Voltmeter Trans- Distance, Filter Roentgens, HVL in 
nique Monitor Kv. with Load former Rheostat Ma. Cm, * Mm. per Min, Air u Al. 
10 10 15 10 None 1,060 24 
10 10 15 15 None 500 27 





* Distance is measured from bottom of nickle-plated ring. It is not target-skin distance. 


calibrations for our own units (one of which 
in shown in Table 3). 


When our colleague’s physicist [the same 
one who rendered the first calibration 
(Table 1, First Calibration) ] was asked to 
recalibrate the same machine, the figures for 
r/min. and the HVL§ (Table 1, Second 
Calibration) differed considerably from 
those noted in his first calibration and from 
the values obtained for our units. Our col- 
league finally had his machine calibrated by 
another physicist of established reputation, 
who had had considerable experience in the 
calibration of grenz ray units and who used 
an ionization chamber specially designed for 
this purpose. Comparison of the values now 
obtained for our colleague’s machine (Table 
1, Third Calibration) with those of our own 
machines, which were calibrated by a sim- 
ilar ionization chamber, were at last in good 
approximation. 


This anecdote illustrates how great may 
be the errors in calibration when the special 
technics and equipment are not used by 
qualified physicists for measuring radiation 
of this particular quality. 

In addition to the calibrations which are 
so much in error, there are undoubtedly 
many reports from physicists which must 
for other reasons be considered inadequate 


§ Note that in the second calibration the HVL 
is 0.05 mm. Al, a value considered to be out of the 


or incomplete. For example, the calibrations 
reproduced in Tables 4 and 5 allow for little 
or no latitude in field size or quality of 
radiation. Both of these reports, by the 
way, were rendered by eminently reputable 
physicists. 

It is evident that such errors and short- 
comings in the calibration of grenz ray 
machines cannot help but cause unantici- 
pated skin reactions, and insufficient or ex- 
cessive dosages. Fortunately, the factor of 
safety for this quality of radiation is so 
great that even when errors of considerable 
degree do occur they do not result in de- 
structive or serious sequelae. 


I hope that this little story, together with 
what I believe to be inadequate grenz ray 
machine calibrations (Tables 4 and 5), are 
sufficient to show that both for optimum 
therapy and for all investigative purposes it 
is absolutely essential to have qualified 
physicists, and then only those with experi- 
ence and special chambers for measuring 
ultrasoft x-radiation, calibrate grenz ray 
units for dermatologic therapy. 


I am strongly of the opinion that the 
responsibility for the proper calibration of 
a grenz ray machine rests not only with the 
physicist but with the dermatologist as well. 
The dermatologist must tell the physicist the 
size of the skin areas he wishes to treat so 
that the calibration and measurements can 
be made at the appropriate target-skin dis- 


grenz ray range. 
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TABLE 5.—Copy of Calibration Report 9f Another Grenz Ray Unit 











Focal- 
Added Filter Half Value Layer Spot-Chamber Roentgens Minutes (’), Seconds (’’) for: 
KVP Ma. (Mm. Al) (Mm. Al) Cone Distance, Cm. per Minute in Air 50r 75r 100r 250r 
10 15 None 0.055 None 20 380. vos” ız” 016” in | 
Witten isis 
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tances; he must inform the physicist of the 
quality of radiation he wishes to use so that 
the calibration and measurements can be 
done at the appropriate half-value layers; 
he should discuss with the physicist the 
most practical combinations of kv., ma, and 
target-skin distance settings which will give 
a reasonable dose rate (r/min.) and reduce 
treatment dose errors to a minimum (see 
section on correct use of equipment), and 
he should specifically request that the size 
of the field and distribution of the radiation 
from the primary beam be confirmed by 
radiography for each target-skin distance.|| 
And for the sake of completeness, it should 
be requested that measurements for stray 
or scatter radiation be made in the area of 
the tube head and at the position of the 
operator.) (Our experience to date indi- 
cates that, in contrast to conventional x-rays, 
with grenz ray these values are zero or 
negligible.) Calibrations should be done at 
least annually, and following any repairs of 
equipment or change in its location. 


In addition to executing the requests of 
the dermatologist it is the responsibility of 
the physicist to use only those chambers 
specifically constructed for the measurement 
of this soft form of radiation. Such units 
are available in this country, as well as 
abroad, and each must be accurately cali- 
brated against the open-air chamber at the 
U.S. National Bureau of Standards 
Washington, D.C., or against some other 
’ standard. The state- 
instrument was used 


in 


recognized ‘“‘secondary’ 
ment that such an 
should be made a part of each calibration 
report. 

It is also the responsibility of the physicist 
to derive all values through actual measure- 
ment for each ‘target-skin distance and for 
each half-value layer, and not by calcula- 


‘tion or extrapolation. As part of a complete 


calibration, the physicist should check for 
accuracy the appliances used by the therapist 
for measuring the target-skin distance and 
the clocks used for timing. 

Repetition of this procedure is not required 
after the initial calibraticn. 


1sH114 
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Unless all possible efforts are made to 
obtain accurate and complete calibrations of 
each and every grenz ray machine, there 
can be no “standardization” of grenz ray 
dosage schedules, no certainty as to the 
therapeutic results that can be expected from 
“established” grenz ray doses, no security 
in the fact that grenz radiation may be used 
repeatedly over many years without fear of 
skin or gonadal damage; in their stead 
there will eventually follow a loss of confi- 
dence in this very worthwhile and safe form 
of ionizing radiation for dermatologic 
therapy. 

Depth Dose Curves for This Soft Form 
of Radiation: Their Application in Therapy. 

The trend in dermatologic radiation 
therapy is toward the use of softer, more 
superficial forms of radiation, ?™ as evi- 
denced by the increased use of x-radiation 
delivered at 60 to 30 kv., of teleroentgen 
therapy at 0.2 mm. Al HVL,!617 of the 
electron beam,!8 and ‘of beta &mitters such as 
phosphorus 32 ° and strontium 90.2° 

In essentially all forms of topical therapy 
the goal is to get the greatest concentration 
of the effective medication to the diseased 
tissue while limiting the dose to adjacent 
healthy tissues. In the majority of benign 
diseases of the skin the pathologic changes 
are within the uppermost 1 to 2 mm. In con- 
trast to conventional dermatologic x-radia- 
tion, where so much of the effective radiation 
overshoots the affected tissue, the greater 
part of the energy from grenz radiation is 
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absorbed within the first millimeter or two 
of the skin (Fig. 1). Thus, as with effective 
topical dermatologic therapy, grenz radia- 
tion achieves the same principle of “putting 
the therapy where it is needed most,” Le. 
within that portion of the skin presenting 
the pathologic changes. This is not meant to 
imply that grenz radiation is therapeutically 
more effective than x-radiation; but it is 
intended to point out that if the greater part 
of the effective radiation from conventional 
superficial x-ray tubes is absorbed in the 
tissues deep to the epidermis and dermis, 
and if very little of the soft, or grenz, 
radiation goes beyond the most superficial 
tissues, the possibility of grenz rays causing 
damage to underlying structures, including 
the blood, hematopoietic centers, the lens of 
the eye, the thyroid, the gonads, etc. is 
greatly reduced, if not altogether eliminated. 

Over the past several years I have had 
the good fortune to woyk with the physicists, 
Robert Loevinger * and Edgar Grisewood f 
on various problems utilizing ionizing radia- 
tion. Because of Professor Grisewood’s ex- 
perience with the measurement of grenz 
rays, and Dr. Loevinger’s experience in the 
measurement of soft beta rays with an ex- 
trapolation chamber of his own design, | 
felt that we had a team particularly well 
suited to do depth dose measurements of 
this soft quality of radiation. More recently, 
Norman Sinowitz, who joined our group as 
physicist, has continued with these investi- 
gations. Only a brief summary of our find- 
ings will be presented here, and their details 
will be reported elsewhere. 

Figure 1 presents the depth dose curves 
for two qualities of grenz rays; Curve 1 
at 0.024 mm, Al HVL and Curve 2 at 
0.034 mm. Al HVL. (The values for these 
curves are derived from a series of measure- 
ments which will be described in our de- 
tailed report.) Comparison of the two curves 
shows that at 3 mm. “tissue” depth, 95% 


* Assistant Professor of Radiology (Physics), 
Stanford University School of Medicine, Stanford, 
Calif. 

+ Associate Professor of Physics, New York 
University, New York. 
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of the softer quality grenz radiation (Curve 
1) is absorbed, and that as much as 90% 
of the slightly harder quality grenz radiation 
(Curve 2) is absorbed. The superficial ac- 
tion of this soft form of radiation is quite 
striking if the values are compared with 
conventional x-rays at a HVL of 1.0 mm. 
Al, where only about 25% of the radiation 
will be absorbed at 3 mm. “tissue” depth; 
even at a “tissue” depth of 1 cm. only about 
45% of the primary x-ray beam is absorbed, 
leaving approximately 55% to produce bi- 
ologic changes in the deeper layers which 
are presumably not in need of treatment. 


The predominantly superficial action of 
grenz radiation undoubtedly has much to do 
with the fact that it may be used repeatedly 
over the years. This can be done according 
to established dosage schedules (see section 
on dosage schedules) without producing 
evidence of reduced sweat or sebaceous 
gland activity, of depilation, of atrophy, of 
telangiectasia, and without ever producing 
ulceration, premalignancies, or malignancies. 
This freedom of both early and later sequelae 
makes grenz radiation an almost ideal form 
of therapy in the management of chronic 
and recurrent benign dermatoses. 


Precautions Which Should Be Taken 
When Treating Lesions in the Gonadal 
Areas.—As previously stated, both the med- 
ical and lay public is growing more and more 
alarmed by the possibility of local cutaneous 
and subcutaneous damage, both immediate 
and late, which might be produced by the 
improper use of conventional x-radiation 
in the management of benign diseases of the 
skin. In addition, there is growing concern 
over the possible immediate and late effects 
of ionizing radiation (as used for medical 
diagnosis and therapy) on the human repro- 
ductive tissues and, in turn, on the offspring 
and future generations. While there 1s very 
good cause for careful study, realistic ap- 
praisal, and scrupulous caution in regard to 
every exposure to radiation, it is unfortunate 
that the public has been so confused and so 


frightened about the harmful effects ofNall ae 


forms of ionizing radiation. 
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Our studies indicate that conventional 
shielding such as lead sheets 0.022 in. (0.56 
mm.) thick, leaded rubber 14, 1n. thick, or 
the new leaded plastic aprons will prove 
entirely adequate to protect the skin, and, in 
particular, the underlying tissues from the 
primary grenz ray beam, for our measure- 
ments show that lead foil just 0.1 mm. thick 
will reduce the radiation dose by 99.99%. 
Where these shielding materials cannot be 
used (see section on shielding) a layer of 
heavy paste °! may be substituted. According 
to our investigations a layer of barium sul- 
fate pastet 1 mm. thick will absorb the 
greater percentage of the grenz rays at 0.028 
mm. Al HVL, allowing but 0.59% to reach 
the skin. 

Even the primary, direct beam from the 
grenz ray tube is filtered sufficiently by 
the thickness of the surrounding tissues of 
the body, so that essentially no radiation 
whatsoever reaches the ovaries should treat- 
ment of lesions overlying the ovaries be re- 
quired. To demonstrate this, according to 
our preliminary studies, if the curves in Fig. 
l were carried further they would show that 
at 70 mm. “tissue” depth less than 0.01% 
of the surface dose would remain. 


Because of the thinness of the tissues 
covering the testicles, we have customarily 
shielded them by moving them away from 
the zone beneath the skin surface being 
treated. This can be best accomplished by 
having the patient hold them in the upper 
(or lower) portion of the scrotum or in the 
inguinal canal, if possible, and then covering 
with lead foil the patient’s hands which hold 
the testicles. This practice of shielding the 
testicles from the direct beam of grenz rays 
should be routine. 

The question also arises as to the possi- 
bility of scatter or secondary irradiation 
reaching the gonads when treating nearby 
sites. ° 

As has been pointed out, the greatest per- 
centage of grenz rays is absorbed in the 
first few millimeters of tissue. This, of 


Prescription: barium sulfate, 50%; zinc oxide, 
10%, talc, 10%; white petrolatum q.s. 
isis 


” 
- 


td . 


A. M. A. ARCHIVES OF EA.. 


course, leaves but a very small fraction of 
the primary beam to produce secondary 
radiation within the deeper tissues, thus 
reducing to a minimum the possibility of 
any gonad dose from scatter radiation. 

Here again the dermatologist may assure 
his patients and inquiring physicians that 
grenz rays are a safe therapeutic modality, 
and that, with a few simple precautions, 
they may be administered to the gonadal 
regions without fear of harming the re- 
productive tissues. 

Correct Use of Equipment Including 
Shielding. —The operation of the average 
grenz ray machine is simple, consisting only 
of flipping a switch to the “ON” position, 
measuring the distance from the tube head 
to the skin, adjusting the dials to set the 
kilovolt and milliampere meter, setting the 
timer, and then pushing a button. § 


While it is true that there is an extremely 
wide margin of safety for the ordinary 
therapeutic doses of grenz radiation, this 
fact must not lead to being foolish or care- 
less in its administration. Perhaps the fol- 
lowing illustration will help in planning the 
kv. and ma. settings and target-skin dis- 
tances which should be employed by the 
physicist in preparing a practical and use- 
able calibration report. A grenz ray machine 
set at 12 kv. and 15 ma. at a target-skin 
distance of 10 cm. may have an output of 
10,000 r or more per minute. With these 
factors a combined error of 0.5 cm. short- 
ening of the target-skin distance and an 
additional one second in the exposure time 
would result in a dose 93% (186 r) more 
than anticipated for a calculated exposure 
of 200 r, making it quite evident that fac- 
tors such as these are entirely impractical 
and cannot be employed for therapy. If 


§ Here I refer only to those units which deliver 
grenz rays alone, and not to combination units 
which are designed to deliver conventional X-rays 
as well as grenz rays. Combination units may 
prove exceedingly dangerous unless absolutely 
foolproof devices prevent the accidental delivery of 
damaging doses of radiation of higher energy 
simply because a filter was accidently left out dur- 
ing a treatment exposure. 
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other factors were selected, however, such 
as 12 kv. and 5 ma. with a target-skin dis- 
tance of 20 cm., the r output per minute will 
be of the order of 1,200. Here a combined 
error of 0.5 cm. shortening of the target- 
skin distance and an additional one second 
in exposure time would represent but a 15% 
(30 r) error, making the actual dose admin- 
istered about 230 r instead of the calculated 
200 r. Variations of this order in therapeutic 
doses are undoubtedly well within the limits 
of safety for grenz radiation. 
Shielding—Indications vs. Contraindica- 
tions—Contrary to the need for careful 
shielding in order to limit the skin area to 
be irradiated, as with conventional x-ray, 
ordinary shielding is not generally required 
or even desirable with grenz radiation. 
Should the patient have a tendency toward 
pigmentation, shielding would cause a sharp 
demarcation of the irradiated area, whereas, 
when radiatiore is delivered without shield- 
ing, the pigmentation at the periphery of 
the field is likely to blend gradually into the 
surrounding normal color of the skin. 


When treating the eyelids alone, the skin 
surrounding may be easily shielded without 
causing pigmentation with a sharp margin 
in those patients prone to pigment easily. 
This is accomplished by using a heavy pro- 
tective paste (see footnote { in section on 
precautions) spread with the fingertips ap- 
proximately 1 mm. thick over the areas to 
be shielded; the inner border, adjacent to 
the areas to be irradiated, is thinned out 
so the thickness of the paste is graded and 
also quite uneven. Should pigmentation re- 
sult with these precautions, it will be grad- 
ually diminishing towards the borders, and 
also irregular, and therefore not easily 
noticeable. 


In that grenz radiation can be so easily 
filtered, care must be taken to remove any 
topical medications, cosmetics, etc., which 
might absorb some of the softer rays, thus 
reducing the effectiveness of the beam. 


In order to avoid the unnecessary irradia- 
tion of uninvolved skin sites, very small, 
isolated, fairly well-defined lesions such as 
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plaques of psoriasis, lichen simplex chron- 
icus, etc., may be shielded at their periphery 
with properly cut sheets of lead foil (see 
section on precautions). Areas of 7.0 cm. 
diameter or greater can ordinarily be treated 
without shielding, simply by adjusting the 
target-skin distance so that the diameter of 
the field irradiated is large enough to in- 
clude all of the lesion. 


For many grenz ray tubes the diameter 
of the irradiated field is 34 the target-skin 
distance; in other words, for a target-skin 
distance of 20 cm., the diameter of the field 
is 15 cm.; for a target-skin distance of 15 
cm., the diameter of the field is 11.25 cm., 
and so on. Some of the newer units claim 
a 1:1 ratio, that is, for a target-skin distance 
of 20 cm. the diameter of the field irradiated 
is likewise 20 cm. 

As pointed out above, a knowledge of this 
ratio is important when treating single 
areas. It is also important when planning 
irradiation of large body areas. Large sur- 
faces can be irradiated rather rapidly in 
spite of the small field size which is achieved 
with some equipment. This is feasible be- 
cause of the ease of setting and adjusting 
modern equipment and the high dose rate 
delivered by most units. For example, when 
a large portion of the trunk requires treat- 
ment and a target-skin distance of 20 cm. is 
employed with a unit having a field size of 
15 cm. diameter, points 15 cm. apart should 
be marked off on the patient’s skin and the 
center of the grenz ray beam focused on 
each of these points. In this way the distri- 
bution of the radiation will be even without 
overdosage at the points of overlap. When 
irradiating extremities, the points are 
marked out in similar fashion along the 
anterior, posterior, medial, and lateral as- 
pects. In order to avoid excessive radiation, 
along the lines of overlap, the anterior and 
posterior surfaces may be irradiated at one 
session and the medial and lateral at an- 
other. In this way all of the extremity will 
be treated without overdosage at any point. 


For grenz radiation of the entire scalp, aglee 


the principle of the Kienbock-Adamson five 
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point technic is employed when the target- 
skin distance is 15 or 20 cm. Except when 
the scalp hair is exceptionally thin, one can 
expect considerable filtration of the radia- 
tion, with a marked reduction of the dose 
delivered to the scalp. For this reason the 
harder grenz rays are used, that is, at 36h 
Al HVL, and every effort is made to part 
the hair over the principal sites requiring 
the therapy. 

When irradiating concave surfaces such 
as the axillae and genitocrural folds, inter- 
gluteal region, or perineum, it is sometimes 
necessary to shield the periphery of the field 
in order to prevent those areas which are 
closer to the tube from receiving an over- 
dosage of radiation. 

At least in some ways the newer grenz 
ray machines are superior to those produced 
but a few years ago. This is because of: 
(1) greater flexibility achieved through bet- 
ter design; (2) more dependable and ef- 
ficient tubes which will emit softer rays 
provided thin beryllium windows are used 
(such as 0.5 mm., or even 0.25 mm. thick); 
(3) larger and more accurate kilovolt meters 
and milliammeters permit more accurate set- 
tings, and (4) timing is more accurate be- 
cause of better automatic clocks which are 
dependable within one second. 


However, not all grenz ray machines 
come equipped with line voltage stabilizers, 
and as a result of fluctuations in the electric 
line input there may be variations in the 
output of the unit. For this reason it is 
necessary to watch the milliammeter and ad- 
just the current as necessary during every 
exposure. Transformers to stabilize the 
voltage are available and can be installed if 
desired. 


Cones are available for treating lesions 
pf limited size. Appropriate measuring de- 
vices for setting the target-skin distance, of 
course, must be included among the neces- 
sary accessories of any grenz ray machine. 

Indications, Dosage Schedules and Thera- 
peutic Results to Be Expected from Grenz 

eddiation.—The indications for the use of 
any, measure are based, to a large degree, 
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on the ratio between the calculated risks of 
possible damage and the therapeutic benefits 
which may be anticipated, taking into con- 
sideration the nature of the disease, its 
topographical location, its stage of develop- 
ment, its response or failure to respond to 
previous therapy, etc. The indications for 
the use of grenz radiation in the manage- 
ment of selected benign dermatoses is based 
on similar considerations, as well as on the 
particular characteristics and therapeutic 
potential of this form of radiation as con- 
trasted to other available forms of ionizing 
radiation, and on any advantages which it 
may offer over and above the others. 


The greatest advantage offered by grenz 
radiation, as mentioned previously, is the 
fact that the largest percentage of its energy 
is absorbed within the first millimeter of 
tissue, thus reducing, if not entirely elim- 
inating, any demonstrable damage to under- 
lying structures. For this reason grenz 
radiation is the radiation of choice for man- 
aging benign skin lesions of the eyelids, 
penis, scrotum, female anogenital regions, 
and areas in the vicinity of and overlying 
the ovaries. As pointed out, simple pre- 
cautions will prevent radiation from reach- 
ing the testicles; the same is true for the 
ovaries, which have the additional protec- 
tion of their depth within the pelvis and 
the thickness of the overlying tissues. In ad- 
dition, no harm will result from the minute 
doses which may reach the eye when ir- 
radiating the lids and adjacent skin areas. 
It is also the radiation of choice for treating 
skin areas which themselves may be more 
sensitive to ionizing radiation than others, 
such as the penis, scrotum, vulval and peri- 
vulval areas, and the perineum and perianal 
areas, as well as the axillae and eyelids. 
Where possible depilation from repeated 
conventional x-radiation may present a 
problem, as of the normally hairy areas of 
the scalp, eyebrows, and axillae, grenz 
radiation may be used safely. Furthermore, 
because it can be used safely in repeated 
courses for many years, grenz radiation is 
clearly the ionizing radiation of choice in 
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chronic or recurrent benign diseases of the 
skin which are known to be responsive to 
this quality of rays. 


Among the benign dermatoses which may 
be benefited by grenz radiation are the fol- 
lowing: atopic dermatitis, subacute and 
chronic eczemas (including those of the 
hands), lichen planus, lichen simplex chron- 
icus, lichenified eruptions of the eyelids and 
neck, psoriasis and various psoriasiform 
eruptions, nummular eczema, seborrheic 
dermatitis, certain intertrigos and anogenital 
pruritus. Where other methods have failed 
(exclusive of conventional x-radiation) 
grenz radiation may be used alone, or, pref- 
erably, in combination with other topical 
agents, as it is through such combined 
therapy that the best therapeutic results may 
be anticipated. In our experience the use 
of topical agents, regardless of type, includ- 
ing tars, mercurials, anthralin, chrysarobin, 
resorcin, phenol, hydrocortisone, etc., in con- 
junction with grenz ray exposures have not 
contributed to or precipitated any undesir- 
able effects. 


The experience with grenz radiation is 
similar to that with many other forms of 
topical therapy where the disease process 
may respond satisfactorily in one patient but 
may fail to respond to the same approach in 
another; or a lesion on one part of the body 
will respond very satisfactorily while in the 
same patient and at the same time a lesion 
with apparently the same morphology on 
another part will respond very little or not 
at all. 


Dosage Schedules—When Dr. Sulz- 
berger and I began the use of grenz radia- 
tion in private practice in 1949, Dr. Irving 
Distelheim (then in our office) carefully 
reviewed the world literature in search of 
the various dosage schedules for this modal- 
ity. Because of the many different schedules 
for the same and different dermatoses, we 
decided to average the maximum and mini- 
mum doses used by those most experienced 
with these rays, and with this average ar- 
bitrarily fixed our standard schedule of 
giving 200 r once weekly for 4 weeks, for 
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a total of 800 r per course. Several years 
later, when a more sensitive instrument was 
used for calibrating the same grenz ray 
machines, we learned that the dose being 
delivered was not 200 r per treatment, but 
250 r. The therapeutic effectiveness and 
absence of any sequelae from such courses 
of 1,000 r repeated twice yearly for the 
several years, together with the experience 
of those who had been using grenz rays in 
even larger doses for many years, and also 
without sequelae, prompted us to continue 
the administration of 1,000 r per course in 
divided doses. Ordinarily, treatments are 
one week apart, although they may be given 
twice weekly. We now are of the opinion 
that a course of 800 or 1,000 r may be 
repeated after an interval of four to six 
months, for a total of 1,600 to 2,000 r given 
during any one year. On occasion, and when 
necessary, 300 r per treatment may be given 
for a total of 3 treatments. (It is our im- 
pression that this variation has not altered 
the effectiveness nor safety of the modality. ) 
Our experience over ten years, in conjunc- 
tion with the reports from centers where 
grenz rays have been employed for a great 
many years longer,??5 makes us feel quite 
certain that our dosage schedule is a partic- 
ularly conservative one (perhaps even too 
conservative for maximal therapeutic ef- 
fects). 

Where pigmentation is likely to be a 
problem, as for example, following irradia- 
tion of the eyelids, 100 r may be given as 
the initial dose. If undue pigmentation does 
not result, the routine dosage schedule is 
followed thereafter with continued careful 
observation. 


The quality of the grenz radiation selected 
for use should depend on two factors: (1) 
the depth at which the pathologic skin’ 
changes are situated, and (2) the thickness 
of overlying scaling, crusting, or thickness 
of hair. The more superficial lesions, with 
little or no superimposed scaling, crusting, 
and no remnants of topical medications, may 
be treated with radiation of a lower half- 
value layer, e.g. from 0.018 to 0.026 ram. | 
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Al HVL; for lesions which extend deeper 
into the dermis or are covered with a mod- 


erate thickness of scales, crusts, or much 


hair, radiation of a higher half-value layer 
should be used, such as 0.027 to 0.036 mm. 
Al HVL. 

That grenz rays may be equally effective 
as X-rays in bringing about involution of 
selected skin lesions is clearly demonstrated 
in the recent report?t of Dr. Leonard 
Harber, || of our department, carried out in 
the University Clinic of Dermatology, Rigs- 
hospitalet, Copenhagen (Prof. Holger Hax- 
thausen, Chief) where grenz radiation has 
been used for many years and is considered 
a safe and effective modality in the man- 
agement of many dermatoses. Harber’s 
careful studies with x-rays and grenz rays 
administered simultaneously to different seg- 
ments of the same lesions of psoriasis 
showed: (1) that there was no significant 
difference in their effectiveness in causing 
involution of the same types of lesions— 
both were effective; (2) that control sites 
adjacent to those irradiated were not bene- 
fited or otherwise affected by either form 
of irradiation, and (3) the greatest degree 
of improvement was noted between the sec- 
ond and third weekly treatment. In making 
these comparisons, Harber administered 
100 r of x-rays (HVL 0.85 mm. Al) and 
200 r of grenz rays (HVL 0.022 mm. Al). 

At this point it is appropriate to reiterate 
that grenz rays are used, not with the antici- 
pation that they will be more effective than 
conventional x-rays (although at times this is 
the case), but with the knowledge that grenz 
radiation has a tremendous margin of safety 
over x-radiation as regards both repetition 
of administration and the lack of potential 
damage to both superficial and deep tissues 
and to the cells of reproduction. 


Whereas a total course of 800 to 1,000 r 
is ordinarily adequate to benefit most der- 
matoses for which grenz radiation is indi- 
cated, this is not always the case. There are 
numerous instances where an additional 
amount of grenz radiation would undoubt- 
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edly effect a better therapeutic result. As 
stated above, we have been careful to stay 
within the arbitrary limits we have imposed. 
On the other hand, it is not unusual to 
observe very favorable therapeutic responses 
following less than the scheduled dose. 
While this has been noted for many of the 
dermatoses for which grenz ray therapy 
may be used, it is particularly true for some 
of the less involved hand eczemas and cer- 
tain cases of psoriasis, where large and 
somewhat thickened plaques essentially have 
melted away following one or two treat- 
ments of 200 r each. Where the response is 
this dramatic, therapy may be discontinued 
before a course of therapy is completed. 


In order to exertevery possible precaution 
and at the same time avoid possible medi- 
colegal complications, we routinely interro- 
gate every patient regarding any past history 
of previous radiation before the administra- 
tion of grenz radiation. Where there is a 
history of x- or grenz radiation having been 
used, one should customarily ask for the 
details of the therapy before proceeding 
with additional radiation to the area in ques- 
tion. In those instances where the total 
amount of radiation cannot be ascertained, 
or there is some question regarding the area 
irradiated, or it is known that an area has 
received more than 1,000 r of conventional 
superficial x-ray,” we have not administered 
grenz radiation except in a very few unusual 
and special circumstances. 


Much more diffult than administering the 
radiation is the keeping of accurate records 
of the factors used and dose delivered, as 
well as the anatomic areas treated. Experi- 
ence has taught us that the forms reproduced 
in Figures 2 and 3 are the simplest to keep 
and the easiest to follow. 

Therapeutic Results to Be Expected.— 
What therapeutic results are to be expected 
from the use of grenz radiation? In the 
management of the diseases mentioned, 
grenz radiation is often beneficial in reliev- 
ing the symptoms (itching, burning, and 
stinging), bringing about partial or com- 
plete involution of the lesion, and aiding 
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Fig. 2—The areas ir- 
radiated are marked off 
as accurately as possible 
on the body diagrams and 
each is given a number 
beginning with 1 and 
continuing consecutively. 
Where these whole body 
diagrams are inadequate 
for accurate entry of ir- 
radiated sites, special an- ) 
atomical diagrams are j] 
used, as for example, of 
the perineum, side of the 
face, the ear, etc. 
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Fig. 3—The areas irradiated, which have been given a number (see Fig. 2), are marked 
off on this chart as illustrated. In addition, all of the other required information is recorded 
each time the patient is treated. 
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other topical measures 
able response. Grenz 
compared with x-rays 
as a method of therapy. They are but an- 
other therapeutic modality, often beneficial 
in the management of selected diseases of 
the skin, and more often helpful when used 
in combination with other therapeutic 
measures. In our own experience the proper 
use of grenz rays has frequently meant the 
difference between success or partial success 
and failure in the management of the derma- 
tosis under treatment, although with it, too, 
as with other forms of topical therapy, we 
have had disappointments. The frequency 
with which grenz radiation has aided us in 
the successful and safe management of 
selected diseases of the skin has established 
it as a therapeutic modality we would not 
care to be without. Furthermore, when the 
patient who defiantly refuses to permit the 
use of any “x-rays” on his skin disease 
is briefly told something about the facts 
and safety factors of grenz radiation, it 
is customary to find that he will not only 
allow the therapy but will also be most co- 
operative and anxious to receive it. 


Comment and Summary 


This year marks a decade of personal 
experience with grenz radiation in the treat- 
ment of many hundreds of patients with 
benign dermatologic diseases and many 
thousands of lesions. In all of this material* 
we have not seen any evidences whatsoever 
of sequelae other than early evanescent ery- 
thema in a few patients and a transient pig- 
mentation in a somewhat larger number. 
In none of these patients have we seen 
atrophy, depilation, telangiectasis, evidence 
of reduced activity of sweat or sebaceous 
glands, ulceration, or the development of 
premalignancies or malignancies even after 
the repeated use of this modality. Some 
of these patients in our private practice have 
received total doses of the order of 6,000 r 

* Seen in private practice with Dr. Marion B. 
Sulzberger, and at the Skin and Cancer Unit of 


„the New York University Hospital. 
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to a single area, fractionated over a 3 to 5 
year period according to the schedule and 
methods discussed. In European and Scandi- 
navian dermatologic where grenz 
radiation has been a routine form of therapy 
for many more years than it has been used in 
the United States, considerably larger total 
doses of grenz rays have been administered 
to the same site without any occurrence of 
undesirable sequelae. These reports and our 
own experience attest to the safety of this 
form of ionizing radiation. They set grenz 
radiation apart from conventional dermato- 
logic x-radiation, which cannot be repeated 
in therapeutically effective doses without the 
occurrence of serious radiation sequelae in 
both the superficial and deep tissues unless 
definite limitations in the total dose are 
rigorously respected. 


clinics, 


Not only is grenz radiation a safe and 
effective modality for the management of 
selected dermatoses, but it is "exclusively the 
dermatologist’s form of therapy—one suited 
for the treatment of superficial diseases of 
the skin rather than for the deeper lesions or 
for diseases of other organs. Thus, the 
dermatologist is in a unique position today 
to aid in restoring the public’s confidence 
in ionizing radiation. In order to achieve 
this goal the dermatologist should be pre- 
pared to champion the following advantages 
of grenz radiation: (1) the factor of safety 
with regard to the skin and subcutaneous 
structures, and (2) the factor of safety 
with regard to irradiation of the gonads. 


Now that there is every reason to antici- 
pate an increasing use and study of grenz 
rays, it is important that there be some 
standardization and uniformity in their 
application if the fullest therapeutic benefits 
are to be achieved and the safety factors 
maintained. In order to do this, it is impera- 
tive that: (1) the grenz ray unit be properly 
calibrated by qualified physicists using in- 
struments specially designed for this pur- 
pose; (2) the selection of lesions for grenz 
ray therapy be based on a familiarity with 
the depth dose curves for radiation of this 
quality; (3) the few required simple pre- 
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cautions be taken when treating in the 
gonadal area; (4) the equipment (and 


shielding) be used properly, and ( ah 1 


therapy be based on a knowledge of the in- 
dications, dosage schedules, and results to 
be expected from this form of radiation. 


999 Fifth Avenue (28). 
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ABSTRACT OF DISCUSSION 


Dr. DonaLp M. Prttssury, Philadelphia: Dr. 
Witten has given us a very good summary of the 
state of the art of grenz ray therapy. I think we 
must agree that it has only recently become a 
science, because accurate calibration of such units 
has been possible only for a few years, and then 
only in the hands of highly competent radio- 
physicists. 

I think those of us who have been attending 
meetings of this Association, and others at which 
grenz ray therapy has been discussed, are rather 
keenly aware of the considerable controversy 
which developed regarding the true value of such 
therapy. The tumult and shouting have died down 
somewhat, though not completely. There are still 
questions to be answered. In the case of “standard” 
superñcial ionizing radiation, it has now been ap- 
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proximately three decades since accura 
tion of such units became generally 
Even with this long period of observa&o 


calibra- 


ble. 


are still doubts in the minds of many regarding™s 


the ultimate late effects, local or systemic, which 
may be produced. Many of us have become ex- 
tremely conservative in our use of such radiation 
for benign dermatoses. 

The situation in respect to grenz ray therapy is 
gradually beeoming clarified, though we have 
hardly reached a decade of experience in which 
one could have even modest confidence in the cali- 
bration of such units. Some five or six years 
ago, Blank, Madden, and I presented a paper 
before this Association on grenz ray therapy. It 
was noted that, during the course of this study, 
there were two occasions on which we found it 
necessary to change the calibration of our unit. 
There have been some minor changes in the deter- 
mination of the output of the same unit since. 
For this reason, I do not think that we can yet 
fully assess the ultimate long-term effects of grenz 
radiation on the basis of precisely accurate meas- 
urement of the ray delivered to the skin. 

The absence of atrophic sequelae from grenz rays 
is emphasized in Dr. Witten’s paper, and also by 
others. However, if one gives a dose large enough 
to produce a sharp erythema, a superficial type of 
atrophy invariably follows, and we have photo- 
graphs of such reactions. If, however, the individ- 
ual dose and the frequency of exposure are such 
as not to produce significant erythema, the dan- 
gers of late sequelae seem very small. I would 
agree with Dr. Witten that it is probably safe 
to give a total dose of the order of 6,000 r if it is 
spread over a period of several vears. 

At the present time we employ grenz ray therapy 
occasionally, but far from routinely. I do not 
employ standard superficial irradiation for any 
benign dermatosis. The use of grenz ray is al- 
most entirely restricted by us to patches of psoriasis 
on exposed areas, localized neurodermatitis, anal 
and vulvar pruritus and neurodermatitis, and lo- 
calized eczematous eruptions of various types. In 
any patient with multiple lesions, it is our routine 
practice to treat only one or two patches initially, 
ordinarily with a dose of 300 r of a quality of 
irradiation with a half-value laver of 35h Al. 
This often furnishes convincing evidence of the 
temporary value of such therapy in the area 
etreated, but at times there will be no demonstrable 
effect at all, and, if so, therapy is not continued. 


It is my feeling that grenz ray therapy Is a 
useful agent, but probably not a crucial one. It is 
helpful in reheving patients, but does not com- 
monly cure amything permanently, except possibly 
an occasional patch of localized neurodermatitis. 
In conservative dosage, over a period of some- 
what more than a decade, we have not encountered 
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any sequelae which make us belive that such therapy 
is unsafe. However, as Dr. Witten has pointed 
out clearly, the competence of calibration of the 
unit is of the most extreme importance. 

Dr. Marion B. SULZBERGER, New York: I 
would agree entirely with what Dr. Pillsbury says, 
as well as with what Dr. Witten has said, that it 
is uncomfortable to be dealing with apparatus 
which is not precisely and scientifically calibrated. 
But I am, perhaps by temperament, somewhat more 
daring than Dr. Pillsbury; and I therefore venture 
to say that it is precisely because there has been 
such inaccuracy of calibration of grenz ray ap- 
paratus in past years, and until recently, that I 
think its record shows that it is a very safe 
modality. There must have been tremendous errors 
in dosage made, using the machines which were 
not adequately calibrated. There must have been 
thousands more roentgens given in some series 
than the therapeutist thought he was giving, and 
still without any serious sequelae. 

In addition to variable calibration, the second 
variation was the variable window thickness in the 
old tubes, which let so much more or less through 
from one point to another and from one apparatus 
to another! Then again, the fluctuations of the 
primary current could not be controlled, and then 
there were the chambers which, as has been said, 
were entirely inadequate for calibrating this soft 
quality of ray. In addition to all these factors of 
error, different therapists had entirely different 
ideas as to the maximum safe dose to be given. 
Some therapists, like Bucky himself and some 
others, gave many multiples of the dose which Dr. 
Witten and I have arbitrarily chosen to be safe. 
We arrived at this figure by averaging what all 
of the investigators in this field thought was a safe 
dose, and then divided that by 2, confining ourselves 
thus to giving half of it. That is how we got this 
standard limit of 200 r per individual exposure, 
repeated in a series up to four times; and such a 
series given no more than twice yearly. 


Now, despite all the old and tremendous factors 
of error, I don’t think that there has been a cancer 
reported due to grenz ray radiation, and I don’t 
believe there has been an ulcer reported. And 
so I think the very imaccuracy of the previous 
methods coupled with the lack of serious sequelae 
makes me feel more comfortable, in a certain 
sense, now, when I am giving the more accurately 
measured grenz rays. I admit, though, that it 
must have been uncomfortable to use them without 
accurate calibration. 


The last thing that I would like to say is that 
I think the general direction in which we must go 
in radiation therapy of superficial dermatoses is 
towards softer rays, even in what is by agreement 
called the “conventional x-ray range.” I think 
there must be a great area of usefulness for radia- 
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tion of 30 to 40 kv. or 50 kv. as well, not only at 
80 to 100 kv., or down below to 10 to 12 kv. in the 
grenz ray range. I think Dr. Andrews and others 
have pointed this out repeatedly, Thank you. 

Dr. Harry ARNoLD, Honolulu, Hawaii: I have 
no discussion to offer, but only a question to ask. 
Is the calibration of these machines by the derma- 
tologist who owns them just around the corner, or 
isn’t it? 

Dr. Victor H. Wirren, New York: I appre- 
ciate the comments of the discussers. I really 
anticipated an expression of some opposite points 
of view. 

We, too, Dr. Pillsbury, had reason to change our 
calibrations on several occasions, and I point this 
out in the paper. This was the result of our 
physicist having learned more about the measure- 
ment of this soft form of radiation, and of the 
fact that newer and more sensitive instruments 
became available for such mensuration. There is 
undoubtedly still considerable room for improve- 
in both instrumentation and calibration 
techniques in the years to come. 


ments 


I think it is important that the name, model, etc. 
of the particulas instruneent used for calibrating 
the machine be stated on the calibration report. I 
know of a physicist from the Philadelphia area 
who does just this. 






old, in reply to your query I have to 
u a question: do dermatologists calibrate 

f conventional x-ray machines? If they 
do, afd if they have the proper instruments and 
know how to use them correctly, and if they are 
well versed with the various technical factors that 
I point out in the original paper, they should be 
able to calibrate their own grenz ray machines. I 
would like to say here, that I feel strongly that 
grenz ray machines, as x-ray machines, should be 
calibrated annually. 


Dr. Howell asked me earlier what I thought 
about the use of the so-called “combined” units. I 
can only say a word of warning in this regard, and 
that is why I bring up the subject now. Until there 
are absolutely foolproof devices to prevent the 
“combined” unit—and I refer to the unit which 1s 
so designed to deliver both grenz rays and x- 
radiation in the conventional x-ray range—until 
there are foolproof devices which will not permit 
the accidental administration of the conventional 
form of x-ray while grenz rays are supposed to 
be delivered, and, vice versa, will not permit the 
accidental administration of tremendous doses of 
grenz ray while it is believed that only conven- 
tional x-rays are being delivered, it is wiser that 
one use a simple grenz ray machine to deliver 
grenz rays, on the one hand, and a conventional 
x-ray machine to deliver conventional dermatologic 
x-radiation, on the other. 


Correspondence 





MOHS' TECHNIQUE CORRECTS DEFICIENCY 


To The Editor:—In his excellent editorial in the June, 1959, issue of the A.M.A. Archives 
of Dermatology, Dr. Michelson states very correctly, “One of the more prominent deficiencies 
is our inability accurately and completely to outline the boundaries of a cancer and its ramifica- 
tions.” He makes no mention of the chemosurgery technique devised by Mohs and his co- 
workers and further modified by Allington et al. 

In theory, at least, the Mohs’ technique corrects the deficiency pointed out by Dr. Michelson. 


Very truly yours, 
H. J. TEMPLETON, M.D. 
3115 Webster St. 

š Oakland, Calif. 
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The New, Newer, and Newest 


Notes on the Griseofulvin S ympostum, Miami University, Oct. 26. 


—Perfectly planned; expertly conducted; heady international flavor. 

—Among the more than 200 present, there were participants from 11 foreign countries 
and 22 states. 

—The ten-minute limitation on papers, a sound rule, for every speaker came right down 
to business. 

—Excellent blending of clinical and laboratory papers. 

—The interest and respect that each group showed for the others’ views. 

—Practically 100% attendance throughout the two days and all giving rapt attention to 
comments relating to recurrences, relapses, reinfections, doseages, cures, reactions, 
adjunctive treatments, occult carriers, hospital strains, etc.,. etc. 

—The report by the veterinary physician of the good effect of the drug on tineal in- 
fections in cats. Both alley cats and Persian cats improved at the same rate—no social 
distinctions as far as the drug is concerned! 

—A current of conservatism colored the discussions despite the general feeling that the 
drug is remarkably free of serious side-effects. 

—The intense preoccupation of most of the investigators in wanting to know just how 
the drug works—it seems that more is known about the drug than about fungi. 

—The sincere and nice gesture when the audience rose to acclaim the genial Scotsman, 
Dr. J. C. Gentles, for his discovery of griseofulvin, i 3 

—We were assured that the round-table quiz was not rigged, though I did notice that 
the participants had a preliminary luncheon meeting. 


The newspaper reports of the meeting left much to be desired. Misleading captions and 
superficial appraisals of the reports have already resulted, we are told, in some druggists 
selling the drug without prescription as well as prescribing the drug “over the counter.” 
The drug has already been misused for alopecia areata, psoriasis, pityriasis rosea, seborrhoeic 
dermatitis, and what not; inevitable as it is unfortunate but apparently no serious harm done. 
On Other Fronts 

—Francisco Ronchese, Providence, R.I., discussed “The Nails in Lichen Planus” at the 
Annual Meeting of the Italian Dermatological Association, Sept. 27, in Pavia, Italy. 

—Marion Sulzberger has been invited to deliver the Third Dohi Memorial Lecture at 
the University of Osaka in Japan on the subject of “On the Biology and Functions of the 
Skin Surface.” Both Dr. and Mrs. Sulzberger are members of the Council on Medical Tele- 
vision of the Institute for the Advancement of Medical Communication, and Dr. Sulzberger 
has recently been elected to the Interim Executive Committee of that organization. 

—Orlando Canizares, Harvey Blank, and Walter Wilson, along with Fernando Latapi 
and Pedro Lavalle of Mexico, were special guests of the Second Central American Congress 
of Dermatology in Guatemala City, Nov. 5-8, 1959. Fungus diseases were the chief topic for 
discussions. 

—The Robinson Boys on Tour: Harry Jr., St. Charles, Ill., Charlottesville, and Atlanta. 
R. C. V. to Galveston and then home for the holidays. And on Sept. 16 at the University 
of Maryland, they conducted a symposium, “Dermatology Days,” which was addressed by 
Harvey Blank, Cormia, Mescon, Carl Nelson, and Witten. 

—The University of Cincinnati course in Occupational Skin Problems was addressed 
among others by William Buckley, Adolph Rostenberg, Charles Whitmore, and local lights, 
Don Birmingham, Leon Goldman, Marcus Key, Dan Kindel, and Ray Suskind. Joseph Klauder, 
the guest speaker at the banquet, evidently piqued the interest of the news reporters who, in 
an interesting news item, referred to him as the Sherlock Holmes of dermatology. They were 
intrigued by his “elementary” deductions. 

—Hell bent on educating most everybody, the Cincinnati group also conducted a Clinical 
Conference for Practitioners on Recent Advances in the Management of Chronic Dermatoses, 
There was no definition of “recent” on the program, but undoubtedly it was covered in the 


164/126 


NEWS AND COMMENT 







’ 


lectures. Assisting the local staff were Rothman, cne;” Orentreich, “Dermabrasion ;” 
Caro, “Cancer of the Skin;” Livingood, “Steroids Graham Smith, “Griseofulvin;” Sam 
Becker Jr., “Prevention of Sunburn;” Herma” Be , “Warts;” Jacob Bleiberg, “Atopic 
Dermatitis in Adults:” Rostenberg, “Allergen Chronic Dermatoses ;” and Milberg, “Neuro- 
dermatitis.” 

—The University of Minnesota group conducted a similar course, October 22, at which 
John Haserick was the guest speaker complementing the local team of Francis Lynch, Robert 
Goltz, Harold Perry, Fred Becker, I. Fisher, Irvine Karon, Elmer Hill, Elmer Ceder, John 
Rukavina, Harold Ravitz, Henry Michelson, James Tuura, Sheldon Mandel, and Louis Brun- 
sting—as added inducements, tickets for a Symphony Concert and a college football game. 








Tom Sternberg will hold his Continuing Education Clinical Postgraduate Course in 
Mexico City, February 25, in cooperation with the Mexican National School of Medicine, 
represented in dermatology by Dr. Antonio Gonzalez Ochoa. 





On December 2, at the meeting of the A.M.A. in Dallas, there was a symposium on 
Sunlight and the Skin sponsored by the A.M.A. Committee on Cosmetics. Participants were 
Stephen Rothman, Farrington Daniels Jr., Harold Blum, Allan Lorincz, Rudolf Baer, Ray 
Suskind, Kenneth Burdick, J. B. Howell, John Knox, and William Becker Jr. 





“Dear Abby,” whose column of advice to the troubled appears in newspapers across the 
country has pledged $25,000 to Stanford University “toward a better understanding of skin 
diseases” because “about 20% of my mail is from teen-agers, and one of their most hopeless 
problems is that of acne.” The grant was made through Gene Farber. 

Oh, Good! According to a report from the largest custom-made hairpiece firm in the 
country, business has boomed to hair-raising proportions, nearly 800% in the past few 
years. That’s a big increase in overhead, according to reporter Tom Ryan (Los Angeles 
Times, Sept. 7). And please refer to them as hair pieces, not wigs, toupees, dome doilies, 
pate pads, or rugs! 

And now anybody can be a cave man for hair falsies for the chest have become available. 
Apparently, you just tape a set of curls on your chest and head for the beach. 





And the New Year will be brighter :— 

—if all authors remember to submit manuscripts in duplicate. 

—if Society secretaries carefully edit all Proceedings. 

_if announcements of forthcoming meetings are sent in at least three to four months 
in advance. i 

—if the number of references to articles is held down to about fifteen well-selected ones. 

_if subscribers will write to the circulation manager rather than to this office should 
they fail to receive their Archives. 

—if fewer “uncontrolled” drug house reports are submitted. 

—if authors will please not take it as a personal affront if their papers cannot be accepted 
for publication. 

—if readers will recognize that the publication of a paper or advertisement does not 
necessarily constitute endorsement by the Editorial Board. 





And to all, personal greetings and wishes for a Happy New Year. 
HR. 


~ 
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BRONX DERMATOLOGICAL SOCIETY 


Arthur B. Hyman, M.D., President 
Henry Silver, M.D., Secretary 
Morris Leider, M.D., Editor 


March 19, 1959 


Diagnosis: Telangiectasia Macularis Eruptiva 
Perstans. Presented by Dr. Irvinc D. Enren- 
FELD and Dr. Juttus H. POLLOCK. 


A 55-year-old white woman was seen one month 
ago for an eruption on the palms, chest, and face, 
which started about two years before. The patient 
has diabetes, and has been treated with Orinase 
(one tablet daily for about two years). She also 
has left ventricular enlargement, and a cardiac 
contour suggestive of old mitral disease. 

The present condition began on the palms about 
two years ago, then appeared on the chest, and 
most recently, on the face (four months ago). 
There are no subjective symptoms, but the patient 
is concerned because of the cosmetic effect. The 
lesions seem to come in crops at various times. 

On the palms, chest, back, and face there are 
numerous, irregularly spaced, erythematous macules, 
of varying sizes (pinhead to bean) and shapes. 
They disappear completely on diascopic pressure. 
The surface of the skin is smooth and unaltered. 
Individual dilated vessels cannot be seen. Urtica- 
tion does not occur on stroking the lesions. There 
are no other vascular lesions, but several other 
types of skin lesions are present. There is chondro- 
dermatitis nodularis helicis chronica bilaterally, 
which apparently is unrelated to the present condi- 
tion. The fingers on both hands have an odd, 
turgid feel, suggesting a solid edema, and there are 
nodules over the third and fourth flexor tendons. 

Laboratory tests on the blood, including relevant 
counts and chemical determinations, were within 
normal limits. 

Biopsy has not been done as yet. 

Ascorbic acid has been given by mouth (250 mg. 
b.i.d.) for several weeks. Perhaps a lessening of 
the number of lesions on the face has been achived. 


Discussion 


Dr. Davin Broom: The title, telangiectasia 
macularis eruptiva perstans, has been applied to a 
form of urticaria pigmentosa which is associated 
with marked telangiectasia. The eruption in this 
patient is possibly Osler’s disease. However, in 


Submitted for publication June 3, 1959, 
166/128 


view of the absence of familial incidence, the liver 
should be studied for any organic or functional 
disturbance which is known to be responsible for 
the eruption of telangiectatic lesions. 

Dr. Frances PAsSCHER: The telangiectasias ap- 
pear for the most part to be limited to the areas 
exposed to light, namely, the face, neck, chest, and 
upper extremities. These areas, particularly the 
back of the neck, also exhibit degenerative changes 
attributable to actinic insult, namely cutis rhom- 
boidalis nuchae. A small basal-cell epithelioma is 
also present on the left lower eyelid. May not the 
altered collagen in this case be the basis or patho- 
genesis of the telangiectaSis ? ini 


Dr. ABRAHAM J. Orruss: The lesions on the 
tongue, buccal mucosa, and the palms would rule 
out actinic sequelae as a cause of these telangiecta- 
sias. I would agree with Dr. Bloom’s suggestion 
that this is a case of hereditary hemorrhagic 
telangiectasia (Rendu-Osler-Weber disease). 

Dr. Maurice UMANsky: Patients with the con- 
dition described under the above designation show 
elements of urticaria pigmentosa. No such lesions 
were present in the presented patient. Telangiectatic 
lesions with nevus-araneus-like arrangements are 
seen, from time to time, on the palms of pregnant 
women, and those of patients afflicted with metabolic 
disturbances. The patient presented has lesions on 
the palms, chest, arms, tongue, and buccal mucosae. 
The diversified distribution indicates a systemic in- 
volvement. 

Dr. HELEN O. CurtH: I would like to mention 
that palmar and plantar erythema. together with 
spider nevi of the body, occurred in patients suf- 
fering from cancer of the lung (Forman, L., Proc. 
Roy. Soc. Med. 44:880, 1951). 

Dr. Irvinc D. Enrenretp: I am grateful for 
the discussion evoked. However, this case cannot 
be considered one of Osler’s disease, because. for 
one thing, there is no history whatsoever of similar 
disorders in any other members of the family, and, 
for a second, there is absolutely no history of 
hemorrhage. Heredity and hemorrhage are in- 
dispensible for a diagnosis in this disease. The 
suggestion of spider angioma also cannot be 
seriously considered, because in this condition a 
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central punctum or vessel is seen, with more or  develqbed over her arms, upper anterior chest, and 
less distinct satellite branches. In the present case, fac ll antimalarial drugs were discontinued. 

the lesions vary in size, but in none can distinct te summer of 1957, she was given 0.6 mg. 
vessels be seen; they are, in fact, diffuse capilla of Premarin daily for a period of one month. The 
telangiectases of a macular configuration, which patient felt that there was some improvement on 
have appeared in crops and which persist. This is this agent. However, in the fall of 1957, new areas 
precisely what is in the words: telangiectasia of involvement were noted on the volar surfaces 
macularis eruptiva perstans. of both forearms, and injections of chorionic 
gonadotropin, 500 I.U. daily, were started. During 


the first eight months that she received these in- 
(Plaque Type) (Response to Treatment with jections, there was only one very brief and mild 


Chorionic Gonadotropin). Presented by Dr. episode of erythema, involving the right cheek, in 
Rupotr L. BAER and Dr. Harvey J. CoHEN (by May, 1958 


invitation). 


Diagnosis: Polymorphous Light Eruption 


In July, 1958, the number of injections was de- 
creased to 500 I.U. every other day. After seven 
weeks on this regime, an erythematous macular 
eruption with well-defined borders appeared -on -her 
anterior chest, following a brief exposure to sun- 
light. The injections were again given daily, and, 
when the patient was seen two months later, she 
was free of lesions. According to patient’s state- 
ment, her eruption has been better controlled by the 
gonadotropin injections than by any of the previous 
medications. 


A woman, aged 44, has a history of light sensi- 
tivity for over 21 years, usually manifesting itself 
as erythema on the arms and hands. During the 
past 10 years the reactions have involved her face 
as well. The patient’s general health through these 
years has continued to be excellent. Repeated work- 
ups for systemic lupus erythematosus have not 
revealed any abnormal findings. Examinations of 
her urine have been negative for abnormal 
porphyrins. 


In 1949, while taking 20 to 25 niacinamide tablets The patient recently spent three months traveling 
daily, the patient’s condition was under control. in Europe and Israel. During this time she did not 
However, in [030 this ‘was no longer effective. In receive the chronic gonadotropin injections. While 
1953 she began to take one tablet of Aralen daily. she was in Israel it was very sunny, and she used 
During the summer of 1956, she took 3 tablets of Afil on all exposed areas. She states that, despite 
Aralen weekly, which controlled her light sensitivity some sun exposure, which for the first time in 
reactions. years produced a sun tan on the exposed areas, 

In the spring of 1957, prior to our seeing her, she did not have a recurrence of her eruption. 
and while she was taking one tablet of Aralen i 
weekly, she developed a recurrence of her eruption Discussion 
on the face, following a 10-minute exposure to sun- 
light. A day later, she had fever of 102 F, with 
erythema and edema of her face. This was partly 
diffuse, and partly localized in infiltrated plaques 
over the forehead, cheeks, chin, anterior neck, 
upper anterior chest, and the lower halves of the 
ears. Therapy had included hydrocortisone, 20 
mg. daily, vitamin A and D ointment, and nico- 
tinic acid by mouth. 


Dr. Maurice UMANsKyY: The administration of 
gonadotropins did not produce better results than 
the previous methods of treatment, as far as I can 
judge from questioning her. At one time, accord- 
ing to the patient’s statement, she was exposed to 
ultra-violet radiation. Apparently, an attempt was 
made to desensitize her to this radiation. She ought 
to be tested in order to determine to what part of 
the spectrum she is sensitive. If she is intolerant 

The eruption subsided gradually on 500-750 mg. to blue light (4000-5000 angstrom units), she might 
of Aralen daily, fludrocortisone ointment (0.2%), respond to repeated exposures to a source of blue 
wet compresses, and use of a “sunscreen” con- light radiation. These light sensitivities are by no 
taining menthyl anthranilate. means a permanent condition, and I have witnessed 

Despite these measures, later in 1957, an area their disappearance in some patients without treat- 
suspected of being a reaction to sunlight developed ment. 
on the right hand and ankle. Aralen was dis- Dr. ABRAHAM J. Orruss: I questioned this pa- 
continued, and 400 mg. of Plaquenil daily was tient carefully about the use of the sun-screening 
started. While on Plaquenil she had headaches, «cream (Afil) during the period of treatment. She 
and, still later in 1957, after an exposure to the told me that at no time, since the institution of 
sun while riding in a closed automobile, she de- treatment, has she been without it. Might this be 
veloped erythema and swelling of the face. Pla- the reason for her improvement? It would be 
quenil was discontinued, and Aralen 500 mg. daily worth trying the hormone treatment without the 
was reinstituted, and again an erythematous, use of a sun-screening agent to verify its effect. 
macular eruption, suggestive of a drug eruption, Dr. Harvey J. Comen (by invitation): Re-. 
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peated low sperm counts in male patient 
polymorphous light eruption suggested to Dr. 
and his associates the possibility of gonad 
deficiency of the pituitary, with consequent 
levels of circulating androgen. At the University 
of Oklahoma, male- patients with polymorphous 
light eruption were treated with chorionic gonado- 
tropin over long periods of time. This resulted in 
a decreased sensitivity to sunlight, as well as in in- 
creased sperm count. Among the possible explana- 
tions for the beneficial action of gonadotropic 
substance is an increase in pigmention of the skin, 
This effect on melanization is thought to be pro- 
duced by the increased levels of testosterone. It 
has been suspected, but it is certainly not proven, 
that chorionic gonadotropin has melanogenic prop- 
erties of its own. There have been other cases 
treated by Dr. Lamb similar to the one presented 
tonight, in which female patients with polymorphous 
light eruption have benefited from chorionic 
gonadotropin. 


Dr. Eare W. Braver: While it is extremely 
valuable to know the isolated bands of light to 
which patients are sensitive, the test procedure is 
not a simple one. Recently Dr. Lamb’s group has 
written on sensitivity to the blue-green light 
spectrum, which is between 4000 and 5000 
angstroms. One patient described by them re- 
ported an exacerbation of complaints following an 
auto trip in a vehicle equipped with blue-tinted 
glass. It would be interesting to know whether the 
auto trip of Dr. Baer’s patient was in a similarly 
equipped vehicle. I think this patient’s improvement 
can be attributed to the gonadotropin administered. 

Dr. RupoLF L. BAER: We presented this patient 
in order to demonstrate the very striking therapeutic 
effect of chorionic gonadotropin, a form of treat- 
ment suggested by Dr. Lamb and his collaborators. 
In view of the very long duration of the light- 
sensitive eruption in this case, a spontaneous im- 
provement coinciding with the administration of the 
chorionic gonadotropin appears unlikely. 

While there seems to be little doubt about the 
therapeutic effect, the mechanism by which this 
effect is achieved is unclear. Dr. Lamb, in a per- 
sonal communication, stated that the chorionic 
gonadotropin probably acts via an effect on 
melanization, and on the blood vessels in the skin. 

I would like to stress that we administered 
chorionic gonadotropin, which is one of the three 
known gonadotropic substances (A.M.A. Council 
on Drugs : New and Nonofficial Drugs, Philadelphia 
and Montreal, J. B. Lippincott Co., 1959). In ad-e 
dition to the gonadotropic substance prepared from 
the urine of pregnant women, there is the gonado- 
tropic hormone produced by the anterior lobe of 
the pituitary, and the gonadotropic substance in 
the serum of the pregnant mare. Chorionic 
- ‘gonadotropin will not induce ovarian follicular 
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growth, or corpus luteum formation. On the con- 
trary, the substance apparently produces degenera- 
tive changes in the ovaries of women, but enhances 
d prolongs the secretion of the corpus luteum. 
In view of the lack of complete information re- 
garding the action of this hormone, it is not sur- 
prising that the mechanism of its beneficial action 
in light-sensitive eruptions is still unclear. 


Case for Diagnosis: Bullous Dermatosis 
(Dermatitis Herpetiformis, Cushingoid Syn- 
drome?). Presented by Dr. ALrrep W. Kopr 
and Dr. RicHarp K. ScHER (by invitation). 


A ten-year-old white girl noted several small 
blisters on her right leg nine months ago after a hay 
ride. She was treated as a case of “poison ivy” with 
calamine lotion for one week, following which the 
right leg became swollen, and developed a mottled 
cyanotic color. For this, she was treated with an 
injection of “cortisone,” and Cosatetracyn capsules 
by mouth. Within 24 hours a generalized bullous 
eruption developed, which began on the legs and 
spread to the thighs, trunk, and arms. These 
blisters have continued, with periods of remission 
and exacerbation, since that time. 

She received 12 mg. of Medrol daily for two 
days while hospitalized. Fellowingeher discharge 
from the hospital, she received 12 mg. of tri- 
amcinolone daily. Neither of these steroids im- 
proved her eruption. Hydrocortisone (60 mg. 
daily) was then tried, and the eruption subsided 
within two days. She was well controlled for four 
weeks on this regimen. The patient was then 
switched again to triamcinolone (12 mg. daily), and 
prompt flare ensued. 

For the past six months the child’s dermatosis 
has been controlled with 60 mg. of hydrocortisone 
daily. Any attempt at reduction of dosage resulted 
in an exacerbation. Due to the onset of a Cushing- 
like syndrome, 1.5 mg. of dexamethasone was sub- 
stituted for the hydrocortisone in March. A prompt 
flare followed once again, but upon persistence 
with this medication, improvement to the point of 
control occurred again. 

There have been no blisters on the mucous mem- 
branes and scalp. There has never been any itching, 
burning, or other severe discomfort. 

This patient has two normal siblings. There is a 
past history of “winter flexural eczema” for the 
first five years of her life. 

A biopsy was interpreted by Dr. Charles Sims 
as follows: “While dermatitis herpetiformis can- 
not be eliminated, the possibility of a dermatitis 
medicamentosa (bromides? iodides?) must be con- 
sidered.” 


Discussion 


Dr. Frances PAscHerR: This child has improved 
markedly within one week, as a matter of fact 
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Fig. 1—Clinical aspect of a bullous dermatitis 
that may be dermatitis herpetiformis. 


within the past 48 hours, to a point where one 
thinks in terms of a spontaneous remission, rather 
than suppression by corticosteriod therapy. I þe- 
lieve this is an example of dermatitis herpetiformis. 
This diagnosis seems reasonable in view of the 
many clear tense vesicles, which were present when 
she was first seen 10 days ago, the herpetiform 
grouping, the distribution, and the hyperpigmenta- 
tion of the healed sites. 

Dr. Davip BLoom: I do not know the exact 
nature of this eruption. However, in view of the 
absence of pruritus, and the beneficial response to 
steroids, I would be against the diagnosis of der- 
matitis herpetiformis. 

Dr. Ernest M. RosenBAUM : The child’s mother 
told me that there is pronounced itching at night. 

Dr. ABRAHAM J. Orruss: This patient is be- 
having clinically exactly like a patient that I 
presented before this Society on three successive 
years in the past. The patient was a Negro boy, 
who presented nonpruritic bullous lesions about 
the head and neck for many years, before a definite 
diagnosis of dermatitis herpetiformis was es- 
tablished. Biopsies and tests of therapy at the 
beginning were not confirming, but eventually were. 
My opinion is that we are dealing here with a 
similar case of dermatitis herpetiformis. 

Dr. ArtHUR B. Hyman: The features as we see 
them tonight are very unlike dermatitis herpeti- 


forms. There are many investigations still to be 
dol in order to confirm this diagnosis. The 


‘cri of Duhring’s disease are far from defini- 


tive in many cases, so that statistics are unreliable, 
particularly with reference to its incidence in child- 
hood. The bullae appear to be superficial, and the 
history is not one of typical dermatitis herpeti- 
formis. Response to sulfapyridine has not been 
tried, blood eosinophilia has not been determined, 
and the potassium iodide and bromide patch tests 
have not been done. 

Dr. Hans H. Breerstern : When I saw this child 
on her first visit to the clinic several weeks ago, 
she showed typical lesions of dermatitis herpeti- 
formis on her arms, especially above her left wrist, 
in the form of tense vesicles: up to the’ size: of-a 
pea, with water-clear contents, and arranged in 
circles, or in circles around circles. In addition, 
there were innumerable grouped accumulations of 
such lesions on the mons veneris, lower abdomen, 
and sacral regions. These are the typical features 
of juvenile dermatitis herpetiformis, previously also 
called hydroa puerorum. Since then, under treat- 
the manifestations underwent involution, to 
such a degree that today one must say that the 
status is below the limits of clinical diagnosti- 
bility, if one is not inclined to accept the pigmenta- 
tion in the above mentioned regions as a sign still 
supporting the initial diagnosis. This case demon- 
strates the futility of presenting cases which do 
no longer show definite lesions, but merely faint 
remnants. 

Dr. ALrrep W. Korf: This child presents a 
diagnostic problem because there are features 
which closely resemble dermatitis herpetiformis, 
and others which seem incompatible with the diag- 
nosis. The relative lack of symptoms, the age of 
the patient, and the involvement of the palms and 
soles all militate against this diagnosis, whereas 
the herpetiform arrangement of the vesicles and 
bullae, involvement of the extremities and posterior 
trunk, and healing with hyperpigmentation are in 
agreement with the diagnosis. Unfortunately, the 
biopsy was taken from an older lesion, and was not 
diagnostic. A new biopsy of an intact early 
vesicle may be more helpful in the diagnosis. Al- 
some improvement on 


ment, 


though she now shows 
dexamethesone, a trial of sulfones will be begun, 
since the Cushingoid features are marked, and 
retardation of growth may become a problem if 
the corticosteroids are continued for prolénged 


periods. 


Case for Diagnosis: Confluent and Reticulated 
Papillomatosis (Gougerot and Carteaud)? 
Presented by Dr. Ernest M. ROSENBAUM and 
Dr. ArtHuR Back (by invitation). 


A 38-year-old Puerto Rican woman has had her 
present skin trouble for three years. The condi- ` 
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tion involves the back of the neck, and consists of 
slightly raised, brownish, papillomatous units, which 
extend into the hairline and spread bilaterally to- 
ward the front, forming, by confluence, reticulated 
patches. In the meshes, atrophy is seen. There is 
similar involvement of the epigastrium. 
For the histology, see legends on photographs. 


Discussion 


Dr. Ernest M. RosenspAum: The description of 
this disease in Sutton’s textbook corresponds to 
the picture we found here. Pseudoatrophia colli is 
a still rarer and indefinite entity. I believe our 
diagnosis, together with the microscopic findings, 
much more probable. 

Dr. HeLten O. Curr: There are several points 
against the diagnosis of Gougerot and Carteaud’s 
reticulated and confluent papillomatosis in this case. 


Fig. 3—Histologic as- 
pect of confluent and 
reticulated papillomatosis 
(high power): The su- 
perficial blood vessels are 
dilated; their walls are 
edematous and surrounded 
by sparse lymphocytic in- 
filtration. 
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Fig. 2—Histologic as- 
pect of confluent and 
reticulated papillomatosis 
(low power): The epi- 
dermis is moderately and 
irregularly acanthotic. 
The granular layer is 
well formed, but shows 
minute foci of parakera- 
tosis. 


Changes are not present in the intermammary 
region, which is a common location. There are 
areas of atrophy or pseudoatrophy on the neck, and 
the pathologic changes are of the elastic tissue. I 
would suggest a diagnosis of pseudoatrophoderma 
colli described by Becker and Muir ín 1934 ( Becker, 
S. W., and Muir, K. B.: Pseudoatrophoderma Colli ; 
a Hitherto Undescribed Condition, Arch, Devwas 

& Syph. 29:53-56 (Jan.) 1934), 

Dr. Frances PAscHER: The cutaneous mani- 
festations in this case may not be striking, but they 
are, nevertheless, typical, I believe, of the form of 
cutaneous papillomatosis described by Gougerot and 
Carteaud. The lesions are centered over the midline 
of the body, over the back of the neck, and 
epigastrium. One sees ill-defined patches made up 
of confluent, dirty gray, tiny elevations. Radiating 
from either side of the papillomatous lesions on 
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the back of the neck, one finds discrete atrophic 
macules, taking on a linear and reticulated pattern. 
Histologically one finds that regular papillomatosis, 
without acanthosis and changes in the elastic tissue, 
that was described by Wise and Sachs in the first 
article on this dermatosis in the American literature 
(Wise, F., and Sachs, W.: Cutaneous Papillo- 
matosis: Papillomatose Confluente et Réticulée, 
Arch. Dermat. & Syph. 36:475, 1937). The pres- 
ence of atrophy should help to differentiate this 
condition from pseudoacanthosis nigricans, with 
which some observers consider it to be identical 
(Waisman, M.: Cutaneous Papillomatosis, Pseudo- 
acanthosis Nigricans, and Benign Acanthosis 
Nigricans, South. M.J. 46:162, 1953). 


Diagnosis: Facial Granuloma with Eosinophils. 
Presented by Dr, ALEXANDER A. FISHER. 


A 29-year-old white man has had an eruption on 
his face for about nine months. The eruption, ap- 
parently, was originally precipitated by exposure to 
sunlight. The lesions then consisted of scattered 
small plaques of papules. Some of the papules 
showed a slight superficial scale. The lesions were 
mostly flesh-colored, but occasionally became faintly 
red. Occasioradly arcaform lesions with slightly 
elevated borders, somewhat resembling granuloma 
annulare, appeared. Sometimes there seemed to be 
an urticarial component to certain papules. Such 
papules tended to appear and disappear rather 
rapidly. Untreated, the main process goes on. 

Biopsy is notable for a massive infiltrate, with 
leucocytic and histiocytic elements, of which the 
predominant cell is the eosinophil. 

By way of response to treatment, at first it ap- 
peared that Aralen was effective, but later good 
control could be achieved only with a combination 
of antimalarials (Triquin) and a steroid (tri- 
amcinolone). Complete disappearance has not oc- 
curred, and upon stopping the therapeutic agents, 
exacerbation promptly occurs. 


Discussion 


Dr. NATHAN Sose_: The condition in this pa- 
tient is very unusual, in that he presents numerous 
small nodules. As a rule, very few lesions of the 
disease are present. However. I have seen such an 
occurrence, and accept the diagnosis. 

Dr. Hans H. Breerstetrn: If light is a pre- 
cipitating factor in this case and others like it, 
then sources of light other than the sun should be 
sought and fought. This patient works in an 
office bright with fluorescent light. Would not a 
topical screening preparation be a reasonable thing 
to prescribe? 

Dr. ArtHUR B. Hyman: The diagnosis in this 
case is purely histologic and descriptive. Problems 
of classification and etiology are formidable, and 
unsolved in conditions of this type. 


\ 
! 

Dr. ALEXANDER A. FISHER: The natural course 
of facial granuloma with eosinophils is not well 
known. In my patient, the dermatosis was ap- 
parently precipitated by exposure to sunlight. Al- 
though the antimalarials were moderately successful 
in the treatment of this condition, it was not until 
I administered both the antimalarials and small 
doses of the steroids that the condition was 
reasonably well controlled. However, as you can 
see tonight, after a few days without therapy the 
dermatosis promptly recurs. This entity is becoming 
a little better known, so that I was able to make a 
clinical diagnosis in this case. 


Diagnosis: Pseudoacanthosis Nigricans, Treated 
with Hypertonic Saline Compresses and Oint- 
ment. Presented by Dr. ABRAHAM J. OrFUSS 
and Dr. HyMAN H. Gorpon (by invitation). 


A 10-year-old white girl shows tan papular 
lesions, closely set in plaque formation, on the back 
of the neck. Similar pigmentation and papulation 
is present in axillae and groin. She weighs 152% 
lbs. Otherwise, she appears normal in all respects. 


Treatment has consisted of saline compresses 
(3%) to the neck, followed by inunction of 10% 
sodium chloride to one side. After three weeks, 
there has been some improvement on the treated 
side. 


Discussion 


Dr. HELEN ©. CurrH: This is a typical case of 
pseudoacanthosis nigricans. It is important to make 
that diagnosis in this case, because the anxiety 
about an internal cancer, which is associated with 
the form of this dermatitis that is true acanthosis 
nigricans, can then be lifted from the patient and 
the family. There is also rational treatment for 
the condition in this patient. The dermatosis will 
disappear if she loses her excessive weight. 


It will seem surprising, and perhaps amusing, to 
you to know that a controversy has arisen as to 
who described pseudoacanthosis nigricans first 
(Arguelles-Casals, D.: La prioridad de la pseudo- 
acanthosis negra, Bol. Soc. cubana derm. sif. 
12 :243-246, 1955). Actually, Argiielles-Casals did 
(Arguelles-Casals, D.: Sobre una distrofia 
papilar y pigmentaria del tipo de la acanthosis 
nigricans frecuente en la raza negra, Med. 
latina, Habana 8 :249-250, 1949). As soon as I 
learned of his paper, I acknowledged his prionity. 
This was done in 1952 (Significance of Acanthosis 
Nigricans, A.M.A. Arch. Dermat. 66 :80-100, 1952), 
and in 1955 (Letter to the Editor: Pituitary 
Basophilism in the Juvenile Type of Acanthosis 
Nigricans, J.A.M.A. 157 :266-267 (Jan. 15) 1955). 
In all fairness to myself, however, I must say that 
in 1951 I described the dermatosis independently 
(Pseudo-Acanthosis Nigricans, Ann. dermat. & 
svph. 78 :417-429, 1951), and that Argiielles-Casals 
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did not consider the causative role of obesity in 
this dermatosis. In his original description, two of 
his three patients were obese. A third woman with 
latent syphilis showed atypical cutaneous changes, 
and the sequelae of a dermatitis caused by injec- 
tions of mapharsen, but she was not obese. 
Recently, Fladung and Heite (Fladung, G., and 
Heite, H. J.: Haufigkeitsanalytische Untersuch- 
ungen zur Frage der symptomatologischen Ab- 
grenzung verschiedener Formen der Acanthosis 
nigricans, Arch. klin. & exper. Dermat. 205 :282- 
311, 1957) claimed that Garzon and Sagues (Gar- 
zon, R., and Sagues, P. I.: Acanthosis nigricans 
juvenil y obeisidad. Rev. argent. dermatosif. 26: 
1032-1042, 1942) had described pseudoacanthosis 
nigricans in 1942. Garzon and Sagues reported the 
case of an obese, brunette, Argentine girl under 
the title of “juvenile acanthosis nigricans and 
obesity,” not, as Fladung and Heite report in- 
exactly, “juvenile acanthosies nigricans in obesity.” 
This case, therefore, was one of many in which the 
association of acanthosis nigricans and obesity was 
observed. It still left the task of taking the 
syndrome of acanthosis nigricans in obese people 
out of the group of cases with true benign 
acanthosis nigricans. This I did in 1951. 


Dr. ARTHUR B. Hyman: Addressing myself to 
the matter of terminology, I would like to state my 
opinion that the juvenile nevoid type should be 
called “pseudoacanthosis nigricans,” whereas the 
picture in adults and children that is obviously re- 
lated to hormone disturbance and obesity should be 
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Incontinentia Pigmenti. Presented by Dr. 
Davin V. OMeENs, and (by invitation) Dr. 
Harotp D. OMENs and Dr. R. BERNSTEIN. 


The patient, a 2-year-old Negro girl, was found 
to have numerous vesicular and bullous lesions at 
birth. They cleared with wet dressings, and now 
there remains on the body dark chocolate-brown 
pigmented macular lesions which assume many dif- 
ferent irregular forms and gyrations; some are 
guttate, some streaked, and others form irregular 
whorls. They have no particular distribution, Ex- 
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called “benign acanthosis nigricans.” I expect Dr. 
Curth wishes to comment upon all of this. 


Pr. HELEN O. CurtH: The juvenile type, which 
I prefer to call the benign type, is not nevoid, is 
not merely like a nevus, but represents a more or 
less generalized true nevus or, in other words, a 
genodermatosis. It was described before the 
significance of obesity for some of the cases was 
recognized, Besides this historical record, there are 
three other reasons for calling the type associated 
with obesity pseudoacanthosis nigricans: (1) it is 
not a genodermatosis, (2) its distribution is less 
extensive than that of benign acanthosis nigricans, 
and (3) it is reversible (which true benign acan- 
thosis nigricans is not). Another type of true 
acanthosis nigricans is malignant acanthosis 
nigricans, which is always associated with a 
malignant internal cancer. 


Case for Diagnosis: Nodule of Lower Lip (Actinic Kera- 
tosis?). Presented by Dr. CONRAD STRITZLER. 

Case for Diagnosis: Bullous Eruption (Epidermolysis 
Bullosa? Porphyria Cutanea Tarda?). Presented by Dr. 
Max Worr. 


Diagnosis: Generalized Poikiloderma (Pure 
Type). Presented by Dr. Max Wo tr. 


Case for Diagnosis: Lymphoblastoma? Lichen Planus? 
Presented by Dr. Jurius H. Pottockx. 


Cutaneous 


Diagnosis: Necrobiosis Lipoidica Diabeticorum at Site of 
Graft on Leg. Presented by Dr. CONRAD STRITZLER. 


Diagnosis: Scleroderma Adultorum (Buschke). Presented 
by Dr. Irvinc D. ExHRENFELD. 


Diagnosis: Metastatic Skin Lesions from Mammary Car- 


cinoma, Presented by Dr. ALEXANDER A. FISHER. 


Diagnosis: Case of Subungual Hemorrhage from Deter- 
gents. Presented by Dr. Irvinc D. EHRENFELD. 


amination of the teeth shows pegging. Skull, 
teeth, and bone surveys are negative. Family his- 
tory reveals that a sister has the same condition 
and was shown before the Society two months ago. 
There are many twins, but only those not twins 
have been affected with this condition. 


Microscopic section shows moderate hyperkera- 
tosis. The basal layer varied in pigment content, 
in some areas being lightly pigmented while other 
areas were heavily pigmented. The underlying 
corium contained numerous macrophages which 
were heavily laden with dark-brown pigment. 
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Discussion 


Dr. SAMUEL W. BECKER JR.: There can be no 
disagreement with the diagnosis in this patient. 
Dr. Goldman asked to me say a few words about 
the early diagnosis of incontinentia pigmenti. One 
of the greatest aids to diagnosis is the presence of 
the disease in a sibling. Under these conditions 
hyperpigmentation or bullae in a newborn makes 
the diagnosis probable. The basic pathologic 
changes appear to consist of intermittent eosino- 
philia in the blood and skin. Pigmentation, bullae, 
and keratotic lesions may or may not be present. 

While Japanese investigators have reported hy- 
perpigmentation appearing before bullae, the first 
lesions usually consist of linear bullae which con- 
tain eosinophils. Many of these individuals were 
probably diagnosed as dermatitis herpetiformis of 
the newborn in the past. Keratotic lesions of the 
hands and feet may develop. Pigmentation may 
never appear, but usually the patient develops the 
reticulated hyperpigmented streaks which are char- 
acteristic of the disease. 

This melanig.lies in the dermis and is post- 
inflammatory pigment. The pigmentation usually 
disappears in about 20 years. 

There are several genetic patterns associated 
with incontinentia pigmenti. Numerous congenital 
defects have been associated with this disease, 
but it is difficult to tell which are truly associated 
and which are coincidental. 


Eccrine Spiradenoma. Presented by Dr. OTTO 
C. SteGMAIER, Davenport, Iowa, and Dr. Davin 
W. KerstING, Milwaukee. 

This 34-year-old, white, married lady first noted 
painful tumors appearing in the left cubital fossa 
about 28 years ago. No new growths have been 
noted in the past 15 years. These lesions now 
occupy an area approximately 2 cm. in diameter 
proximal to the crease of the fossa. Four distinct 
tumors varying in size from 0.5 cm. to 1 cm. are 
present. They are light purple in color, spongy 
in consistency, and are extremely painful to light 
touch with the fingertip. A scar is present distal 
to the other lesions which represents the site of a 
lesion which was removed for microscopic evalua- 
tion in 1956. 

Microscopic sections are presented. (For a dis- 
cussion see Stegmaier, O. C., and Kersting, D. W. : 
Eccrine Spiradenoma: Report of Case and Pre- 
liminary Studies, A.M.A. ArcH. DerMat. 75 :851- 
854, 1957.) 

Summary of Experimental Studies—These re- 
sults were obtained in March, 1956, and were 


reported in the ArcHIves in 1957 (A.M.A. ARCH. 
DerMAT. 75:851-854, 1957). 








Tactile & Thermal Stimulation Pain Radiation of Pain 


1. Cotton wisp 0 0 
2. Light touch = 0 
3. Heavy touch +++ 0 
4. Pin prick +++ 0 
5. Heat (100 watt) 0 0 
6. Cold (ice cube) * H ot p44 
7. Increased venous pressure 0 0 
8. Voluntary muscular 
contractions 0 0 


* This pain was excruciating electric-shock type pain. After 
one minute of application the patient demanded that the ice 
bo removed. 


Pharmacologic Studies.— An injection of .01 
units of oxytocin U.S.P. (Pitocin) into the skin 
overlying one of the tumors was followed by inter- 
mittent attacks of severe pain at the site of the 
tumor and pain radiating up the arm in decreasing 
frequency and variable intensity over a period of 
15 minutes after the injection. 

Control: A similar injection into normal skin 
at the contralateral site elicited no symptom, Be- 
cause of the severe pain elicited by the oxytocin, 
no further experimentation was attempted. 


Discussion 


Dr. STEPHEN ROTHMAN: Referring to the case 
presented by Dr. Stegmaier and Dr. Kersting, I 
doubt I suggested the injection of oxytocin. I 
think I suggested the injection of epinephrine to 
see whether we deal here with myoepithelial ele- 
ments which contract in response to epinephrine 
and thereby cause pain. 


Dr. Davin W. Kerstinc, Milwaukee: Dr. Roth- 
man was the first to suggest trial of adrenergic 
blocking agents for the relief of the paroxysmal 
pain of the eccrine spiradenoma, and concurred 
with our plan at that time (1955) to try local epi- 
nephrine experimentally in an attempt to repro- 
duce the pain on the basis that contractile elements 
of eccrine sweat gland (myoepithelium) are jn- 
nervated by adrenergic fibers. 


°’ Dr. Stegmaier’s astute observation of this pa- 
tient and his persistent care and energy have satis- 
fied the great need for the recognition of eccrine 
spiradenomas in the patients before they are totally 
resected, so that such pharmacologic tests can be 
performed. (A.M.A. ArcH, DERMAT. 73:199-227, 
1956, p. 225.) 
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With this patient we were faced with the possi- 
bility that she would refuse further tests if any 
ever induced a painful reaction. We planned a 
sequence of tests with local epinephrine or oxytocin 
first, the other of these two next, and then an 
isotonic saline injection. We tossed a coin and it 
turned up “tails” for oxytocin. We selected these 
two obviously because they stimulate involuntary 
muscle elements and since Hurley and Shelley have 
directly observed that apocrine sweat gland tubules 
contract when stimulated with epinephrine or 
oxytocin. Of course, the end point in our case 
would be a paroxysm of pain, or lack of it, not a 
direct observation of contractility unless the tumor 
mass actually might visibly contract in size. If 
pain occurred we believed that still we would not 
be certain that the effect was caused by action 
of the drug upon some of the tumor’s cellular 
constituents such as myoepithelial elements, or upon 
the tumor’s rich vascular matrix and contiguous 
arterioles, The latter would be pain due to vaso- 
spasm, 

Dr. RorHMAN: What is the primary change? 

Dr. Kerstinc: The primary change is the vast 
proliferation of all the cells of secretory coils and 
ducts of eccrine sweat glands forming a solid 
organoid tumor, which, however, retains a rich 
reticular and very vascular connective tissue matrix, 
intimately associated with the tumor cells through- 
out its whole substance, and all enclosed within a 
dense connective tissue capsule. It is a truly or- 
ganoid adenoma of the entire eccrine sweat organ, 
excepting the intraepidermal portion. We believe 
that both epinephrine and oxytocin will stimulate 
both myoepithelial tissue (contraction) and vascu- 
lar tissue (constriction). 

Dr. RorHMAN: There is only one painful le- 
sion of the skin which is based on the vascular 
apparatus and that is glomus tumor. The blood 
vessels around the sweat glands will not cause 
pain. This lesion here is continuously painful. If 
you get pain on the injection of epinephrine it is 
due to the proliferating elements rather than to 
secondary vascular changes. 

Dr. Kerstrnc: I do not believe that it can be 
said that the intimate vascular skeleton of this 
tumor is a secondary change. However, I am be- 
ginning to wish more fervently than ever that we 
had used epinephrine in our first test! Perhaps the 
patient will permit such a test some day. 

The essential primary cell in glomus tumor is 
the glomus cell; it is probably a derivative or°a 
precursor of those constrictor cells so closely en- 
vesting the vascular channel maze in glomus appa- 
ratus. I believe that glomus cell stimulation with 
epinephrine or oxytocin would probably induce a 
painful paroxysm or a greater increment of pain 
in a glomus tumor. I do not know that such has 
ever been reported; if not, it should be tried in an 
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agreeable patient with glomus tumor. I am not 
certain that anyone has ever “tested” glomus tumor 
with adrenalin or tried to relieve the pain with an 
adrenergic blocking agent. 


We hope that the patient presented today will 
eventually allow us to try epinephrine on her re- 
maining eccrine spiradenoma. 


Von Recklinhausen’s Disease and Ramsey-Hunt 
Syndrome. Presented by Dr. Sipney BARSKY 
and (by invitation) Dr. J. LATONI. 


The patient, a 46-year-old Negro woman, has 
had disseminated fibromatous papules and nodules 
all her life. She was admitted to Cook County 
Hospital for treatment of right facial nerve palsy 
involving the geniculate ganglion, and accompany- 
ing herpes of the concha, tympanic membrane, and 
external auditory canal. Pain* behind and within 
the ear and the herpetic eruption preceded the 
peripheral facial paralysis. 


The skin lesions are generalized and consist of 
nipple-like mammilated and pedunculated soft and 
semisolid tumors of variable sizes, accompanied by 
light-to-dark-brown colored freckles sprinkled over 
the entire cutaneous surface with a few large 

se pe ai 
patches. 


Laboratory Findings.—Complete blood count and 
differential normal. Urine normal except for mul- 
tiple epithelial cells. Kahn and Wassermann reac- 
tions negative. X-ray of chest and skull normal. 
Cerebrospinal fluid: Pandy test negative; glucose, 
chloride, and protein normal. Electrolytes normal. 
Blood chemistry: Total protein 8 mg. %, al- 
bumin 4.3, globulin 4, y-globulin 1.8. Slide is 
presented. 


Von Recklinghausen’s Disease. Presented by 
Dr. STEPHEN ROTHMAN and (by invitation) DR. 
ARNOLD GOMBINER. 


Discussion 


Dr. Frepertck D. MALKtnson: The Ramsay- 
Hunt syndrome is named for the noted American 
neurologist who first described it, and until quite 
recently it has been thought to occur from direct 
involvement of the geniculate ganglicn of the sev- 
enth nerve. Although Hunt saw many patients with 
this syndrome, only one of these came to autopsy 
and in this case the geniculate ganglion was not 
examined. Hunt’s theory was that viral infection 
of the ganglion and inflammatory pressure on the 
facial nerve produced the facial paralysis. To my 
knowledge only two cases showing changes in the 
seventh nerve have come to autopsy, and ap- 
parently the classical syndrome can result from 
viral neuritis proximal or distal to the geniculate 
ganglion without involvement of 
itself. 


the ganglion 
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Herpes zoster is well known to arise on occasion 
from viral activation following pressure or in- 
jury. The interesting question concerning this pa- 
tient is whether a neurofibroma is growing in the 
area of the involved nerve roots. 


Bullous Pemphigoid. Presented by Dr. SIDNEY 
Barsky and (by invitation) Dr. I. GIGLI. 


The patient, a 71-year-old man, was admitted to 
the Cook County Hospital ten days ago because 
of a generalized bullous eruption. Two months 
previously he had noted the onset of multiple 
erythematous areas on his arms following by the 
appearance of large bullae on the same areas. 
There is no history of any drug ingestion. He has 
had no lesions in the mouth or on the genitalia. 


Physical examination shows an obese white man 
in no distress. The only positive physical finding 
is multiple widespread flaccid bullae, scattered, and 
not in groups, arising from relatively normal skin. 
The bullae vary in size from 2 mm. to 2 cm., and 


are filled with clear fluid, but some contain hemor- 


rhagic fluid and some are ruptured, leaving a de- 
nuded, moist, sanguinous surface. The Nikolsky 
test is positive. No mucous membrane lesions are 
seen. ada fà 

Laboratory Findings—Blood: Hemoglobin 12.5 
gm., white cells 7,200, with 42% polymorpho- 
nuclears, 10% bands, 3% eosinophils, 1% basophils, 
22% lymphocytes, 12% monocytes. Serology is 
negative. Blood chemistry: Total protein 7.9 gm., 
albumin 4.5, globulin 3.4, y-globulin 1.57, chloride 
100 mg/100 cc., potassium 4.2, sodium 138, phos- 
phatase, alkaline 1.7 units and acid 0.1 units; 
cholesterol 210 mg. %, nonprotein nitrogen 15, 
glucose 115. Chest x-ray negative, and electro- 
cardiogram normal. 

Biopsy is presented. 


Discussion 


Dr. Brran Porter (by invitation): The term 
pemphigoid is now applied to two clinically differ- 
ent diseases with the common histopathologic fnd- 
ing of subepidermal bullae. The case we have 
seen today is one of bullous pemphigoid, and the 
lesions differ from those of benign mucous mem- 
brane pemphigoid in their distribution and the 
absence of scar formation. 

Pemphigoid was originally distinguished from 
pemphigus by Lever (Lever, W. F.: Histopathol- 
ogy of the Skin, Ed. 2, Philadelphia, J. B. Lippin- 
cott Company, 1954) and by Rook and Whimster 
(Histological Diagnosis of Pemphigus, Brit. J. 
Dermat. 62 :443, 1950). 

Dr. STEPHEN RorHMAN: I believe the confu- 
sion is not too difficult to resolve. In bullous 
pemphigoid no Nikolsky sign has been noted and 
I wonder if this patient has ever displayed a Nikol- 


sky sign. In pemphigus vulgaris, acantholysis is a 
rather characteristic sign. In dermatitis herpeti- 
formis the separation is at the epidermal-dermal 
junction, the lesions are grouped and often poly- 
morphous, there is eosinophilia in the blood, in the 
blister, and in the tissue below the blister. The 
itching has a burning character. In the majority 
of cases there also is iodide sensitivity. In the 
newly established entity of bullous pemphigoid, 
there is no grouping of the lesions, no eosinophilia, 
no iodide sensitivity, and no response to sulfa- 
pyridine. It does respond to steroids. It does in- 
volve the mouth mucous membranes. Still, it is 
easily distinguished from pemphigus because of the 
histologic structure of the blisters. Finally, there 
is “ocular” pemphigus, occurring also in the mouth 
and elsewhere, a very different process which leads 
to shrinking atrophy. 


Dr. Marcus R. Caro: I was glad to hear Dr. 
Rothman’s remarks because I am somewhat old- 
fashioned in my thinking about pemphigus. I do 
not think that the name bullous pemphigoid is very 
helpful. We used to call these cases bullous 
eruptions until we made the final diagnosis. To 
me the term pemphigoid merely suggests that it is 
something like pemphigus but may not be. I am 
still not convinced that the histopathologic diagnosis 
of pemphigus can always be made with finality. This 
patient’s sections did not show an intraepidermal 
bulla, but I feel, nevertheless, that this will eventu- 
ate as pemphigus vulgaris and, if not treated with 
steroids, she will die of pemphigus vulgaris. 

Dr. Stoney Barsky: We thought we had a 
pretty good case of bullous pemphigoid and now 
we are not sure. 

About the Nikolsky sign, how specific is this? 
We know that it occurs in several bullous dis- 
orders. In epidermolysis bullosa, which is a bul- 
lous condition, and in some bullous drug eruptions, 
this sign is present. 


Squarmous-Cell Carcinoma of the Penis. Pre- 
sented by Dr. Davin V. OMENs, and (by invita- 
tion) Dr. Haron D. Omens and Dr. J. LATONI. 


The patient, a 48-year-old Negro man, developed 
the presenting condition five months ago. The first 
lesion was a “small pimple” on the frenulum, which 
eventually ulcerated, invading the surrounding 
areas and discharging a white-yellow exudate from 
the irregular granulating base. The borders are 
hard, raised, irregular, and nontender. Except for 
mild occasional pain, the subjective findings are 
negative. No urinary symptoms are present and 
the patient does not have any adenopathy. 


Laboratory Findings. — Donovan body smears 
negative; Frei test negative. Complete blood count 
and differential normal; serology negative. Fast- 
ing blood sugar, thymold turbidity and A/G ratio 
normal; BUN 13, alkaline phosphatase 2.4 units, 
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acid 0.2 units. Urine normal except for some 
endothelial cells. X-ray of chest, abdomen, and 
pelvis reveals no evidence of osteolytic or osteo- 
blastic metastatic activity. Electrocardiogram and 
intravenous pyelogram are normal. A slide is pre- 
sented. 


Discussion 


Dr. SAMUEL J. ZAKON: Periodically one en- 
counters in the medical literature a polemic on the 
fate of the foreskin. The American Cancer So- 
ciety answered a letter of mine and stated that 
between 250 and 300 American men die annually 
in the United States of carcinoma of the penis. 
Circumcision in early infancy is the only prophy- 
lactic means we have of preventing carcinoma of 
the penis. 

Dr. Leon GotpMAN, Cincinnati: I was glad to 
hear that the smears were negative for Donovan 
bodies. These are found in granuloma inguinale. 
In the Negro man we have found squamous car- 
cinoma developing on penile granuloma inguinale. 
I think biopsy is rather important to differentiate 
between true carcinoma and pseudoepitheliomatous 
hyperplasia. 


Systemic Lupus Erythematosus. Presented by 
Dr. THEODORE CorNBLEET, Dr. BERNARD YAFFE, 
and (by invitation) Dr. I. GIGLI. 


The patient, a white man aged 20, has been in 
Cook County Hospital several times. During this 
admission he complained of joint pain, chest pain, 
and fever of one month’s duration. The onset was 
preceded by sore throat. 

He has been attending the Neurology Clinic for 
ten years because of epilepsy since the age of 5 
following poliomyelitis. 

On admission, temperature was 104 C, pulse 110, 
respirations 20, blood pressure 134/75. He pre- 
sented a picture of acute toxicity. There was an 
erythematous macular eruption involving the butter- 
fly area of the face. Generalized nontender 
lymphadenopathy was present. The chest was clear, 
the heart slightly enlarged, and there was a sug- 
gestion of pericardial friction. The liver and spleen 
were moderately enlarged. The knees, ankles, and 
wrists were tender. 

Since February, 1957, the patient has been re- 
ceiving cortisone because lupus erythematosus was 
diagnosed in a similar episode. Since then he has 
developed an acute psychosis, several febrile epi- 
sodes, rectal bleeding, and epileptic seizures. . 

Laboratory Findings—Blood: Hemoglobin was 
64%, red cells 4,000,000, white cells 7,000. Urine: 
Specific gravity was 1.020, reaction 6.0, no albumin 
or sugar. Blood chemistry: BUN was 21 mg/100 
c.c.; total protein 7.2 gm/100 c.c., albumin 3.1, 
globulin 4.1, y-globulin 1.32, calcium 10.5 mg. %, 
chloride 104, 96, 104; sodium 139, 133, 136; potas- 
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sium 3.2, 3.8, 4.6. Throat culture was negative; 
thymol turbidity 3.2, cephalin flocculation 2, alkaline 
phosphatase 4.6, cholesterol 164 mg. %, hemo- 
globin electrophoresis: fetal 1.3%, pattern: AA; 
L.E. preparation negative. Chest x-ray showed 
cardiomegaly; electrocardiogram: (1) comp. with 
auricular fibrillation; (2) two weeks later, normal; 
E.E.G.: epilepsy. 


Discussion 


Dr. STEPHEN RoTHMAN: Epileptiform attacks 
in hyperacute lupus erythematodes were seen not 
too rarely also in the precortisone days. This pa- 
tient, however, has had true epilepsy for many 
years before he became acutely ill. 

Dr. SAMUEL J. ZaAKoN: Do you mean that the 
epilepsy was present prior to the lupus ery- 
thematosus? Epileptiform seizures are often the 
initial symptoms of lupus erythematosus. 

Dr. Leon Gorpman, Cincinnati: We have lost 
most of our cases of acute disseminated lupus 
erythematosus because of renal involvement. We 
have done renal biopsies but this still has not 
prevented renal failure from developing later. 
That is the great defect in the treatment of acute 
lupus erythematosus with renal involvement which 
cannot be controlled with°cortit®steroids or in the 
nephrotic phase with mechlorethamine hydro- 
chloride (nitrogen mustard). 

Dr. THEODORE CorNBLEET: I was present dur- 
ing Dr. Pollack’s seminar when he reported the 
results of his group in its study of kidney biopsies 
in systemic lupus erythematosus. They found 
reversible changes present. This is contrary to 
our findings as judged from urinalyses. The only 
logical way to account for the discrepancy is to 
assume our patients were in later stages, while 
some of theirs showed only the subtle early changes 
before we could recognize them by examining 
urines. I, too, think this patient’s epilepsy is un- 
related to the lupus, having come on much earlier 
than the latter. Central nervous system symptoms 
in lupus erythematosus must be evaluated care- 
fully, especially when steroids are given. Both the 
disease and the treatment may be responsible for 
them, and the decision must be made whether to 
continue or change the therapy. As far as I know, 
epilepsy does not contraindicate the use of steroids. 


Case for Diagnosis. Presented by Dr. Davin V. 
OMENS, and (by invitation) Dr. Harotp D. 
OmeENS and Dr. R. BERNSTEIN. 

The patient, a 29-year-old Negro woman, no- 
ticed a small hole in her soft palate at the age of 
8. It was painless and slowly increased in size 
up until the age of 13 when it remained stationary. 
At the age of 13 she was told that she had a posi- 
tive blood serology but that her spinal fluid ex- 
amination was negative. In 1957, she was seen at 
Cook County Hospital for a spontaneous abortion 
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and a positive Kahn and doubtful Wassermann 
were reported. (The patient has had three normal 
deliveries and four spontaneous abortions.) In 
1958, she was seen in Oral Surgery for her ac- 
quired cleft palate, and routine serology again 
revealed a positive Kahn (4 units) and a doubtful 
Wassermann. She was told to go on penicillin 
therapy but she neglected to do so. A month later, 
in 1959, she was seen in Dermatology with a drug 
reaction. The Kahn and Wassermann were re- 
peated and a positive Kahn and a plus-minus 
Wassermann were reported. Examination of the 
spinal fluid was entirely normal with a negative 
serology and a negative Pandy. She was put on a 
dose of 1,200,000 units of penicillin daily for 
ten days. 

Examination of the palate shows a round smooth 
defect on the soft palate with shallow ridges 
radiating outward like the spokes of a wheel. 
There is a distinct nasal quality to her voice. Skull 
and long-bone films were negative for luetic 
changes. Urine and blood chemistries were normal. 


Treated Early Congenital (Heredo-) Syphilis: 
Syphilitic Nephrotic Syndrome. Presented by 
Dr. Louise E. Jays ayd (by invitation) Dr. N. 
SCHUCKMELL, Dr. A. PApAIOANOU, and DR. 
MONFAR. 


The patient, a Puerto Rican male infant, 13 
months old, was born at full term, weighing seven 
lb. one-half oz. While in the hospital he developed 
“mucus in the throat,” but no jaundice or skin 
eruption. At two months the cough and mucus 
expectoration became marked and a physician pre- 
scribed cough syrup. Between March 25 and 28, 
he developed marked swelling of all extremities, 
abdomen, scrotum, eyelids, and face. There was 
no fever. The patient was brought to the Illinois 
Research Hospital on March 30, 1959. 

On admission skin was pale, edematous, no skin 
or mucosal eruption; weight 13 Ib. 2 oz.; sclerae 
clear; harsh pulmonary breath sounds bilaterally ; 
blood pressure 120/80; abdomen protruding with 
positive fluid waves and dullness laterally, moving 
with the position of the child. The abdominal and 
thoracic superficial venous plexus was dilated, 
spleen palpable 2 to 3 fingerbreadths below the left 
costal margin; the liver was palpable 2 finger- 
breadths below the right costal margin. Genitalia 
were markedly edematous; 3+ pitting edema of 
lower extremities. Funduscopic examination was 
negative. 

Laboratory Findings.—Serum electrophoresis (by 
Dr. Schuckmell): Albumin markedly decreased; 
a, and az and y-globulins are within normal limits. 
Although a:-globulins were not increased, the in- 
verted A/G ratio with a 4+ albuminuria and 
generalized edema gives a picture compatible with 
congenital Iuetic nephrosis. 


Urinalysis: Yellow-brown, specific gravity 1.030, 
albumin 4+, no sugar, bile or acetone, pH 5.0; 
10 white blood cells/hpf; a few granular casts and 
red blood cells. 

Blood: Hemoglobin 7.25 gm., red cells 3.19, 
white cells 14,000, platelets adequate. Differential : 
neutrophils 27%, lymphocytes 69%, eosinophils 2%, 
monocytes 2%. 

Blood Chemistries: Sodium 130, potassium 7.1, 
chlorides 113, cholesterol 234, total protein 3.6, 
albumin 1.5, globulin 2.1; thymol turbidity 
6.0, cephalin flocculation 4+ at 24 hours and 4+ 
at 48 hours. 

Serology: April 9, 1958: Kahn positive 2,048 
units; Kolmer Wassermann 4+, cholesterized Was- 
sermann 4+. 

April 11, 1958: Kahn positive 1,024 units; Kol- 
mer Wassermann 4+, chol. Wassermann 4+. 

T.P.I. test on April 8, 1959 reactive. 

Intravenous pyelogram showed normal kidneys 
and possible small bladder diverticulum. Flat 
plate of abdomen showed abdominal enlargement 
and ascites. Chest x-ray showed no evidence of 
cardiac enlargement or parenchymal infiltration. 

X-ray of long bones: AP views of upper and 
lower extremities show a generalized perioteal 
elevation present in the radii and ulnae bilaterally. 
In addition there are increased densities seen in 
the provisional zone of calcification at the meta- 
physeal areas of the distal radii and ulnae, in addi- 
tion to an area of decreased bone density present 
in the metaphyseal zones of the distal portions of 
the forearms. Views of the lower extremities also 
show periosteal elevations. All findings compatible 
with congenital luetic involvement. 

Twenty-four-hour urine specimen: 200 c.c. ob- 
tained, sodium 5.9 mEq. per 24 hours, potassium 
11.6 mEq. per 24 hours. Electrocardiogram nor- 
mal. Spinal fluid examination: Total protein 28 
mg. %, Kahn 4+, colloidal gold 0000000000. 

Diagnosis: Hepatosplenomegaly, nephrotic syn- 
drome with electrophoretic pattern suggesting 
syphilitic etiology. 

Treatment: Extremely maximum total dosage 
was given this child, beginning with 400,000 units 
oral penicillin b.i.d. for 2 days, thereafter 600,000 
units procaine penicillin in aqueous suspension i.m. 
until a total of 12,000,000 units were administered. 

Follow-up course in hospital: On the day the 
penicillin was instituted, vesicles and a few papules 
of the center face were noted. After therapy was 
comħpleted the ascites subsided steadily and dis- 
appeared, and the albuminuria steadily and rapidly 
disappeared. Patient was discharged May 1, 1958. 

Family history: Mother, aged 24, Kahn positive 
64 units, Wassermann 4+ ; father, aged 24, Kahn 
and Kolmer Wassermann negative. Their other 


child, 2 years old, seronegative. The mother has 
received antisyphilitic therapy. 
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Subsequent follow-up on patient: 


Blood serology : Kahn 


April 9, 1958 pos. 2048 units 
July 22, 1958 pos. 8 units 
Dec. 22, 1958 negative 
Feb. 10, 1959 negative 


Spinal fluid findings: April, 1958 


Total protein 28 mg. % 
Kahn 4+ 
Kolmer Wass. 

Colloidal gold 0000000000 


Long bone x-ray in August, 1958: AP views of 
long bones show evidence for the healing and 
resolution of previous findings. There are no 
longer present any periosteal elevations, bands of 
rarefactions at the metaphyseal zones, or evidence 
of osteochondritis. The long bones are essentially 
normal. 

Serum electrophoresis: When repeated on July 
24, 1958, the serum fractions were within normal 
limits. On Feb. 10, 1959, the serum fractions ap- 
peared to be within normal limits, the az and B- 
globulins being in the upper range of normal. 

Clinical course: The edema had disappeared be- 
fore the baby was discharged from the first period 
of hospitalization. When reexamined in September, 
1958, the spleen was still palpable one fingerbreadth 
below the left costal margin, the liver edge was 
palpable one fingerbreadth below the right costal 
margin. In February, 1959, neither spleen nor 
liver was palpable. The child sat up alone at 6 
months, stood alone and began to talk at 9 months, 
and walked at 12 months. 


Discussion 


Dr. SAMUEL J. ZAKON: Recently, within one 
week, we treated two patients with secondary 
syphilis in our clinic. Both were referred with 
various diagnoses, such as infectious mononucleosis 
and lymphosarcoma. In one instance, a 
woman was registered in the Department of 
Obstetrics; she was pregnant and on admission a 
Wassermann test was performed. She delivered 
at a hospital and was sent home. Two weeks later 
he child was taken sick with an upper respiratory 
infection and was taken to Children’s Memorial 
Hospital where the upper respiratory infection was 
treated. The mother also took sick with the same 
type of infection and was treated at Cook County 
Hospital where she received four penicillin in- 
jections. Now she presents a corymbose secondary 
syphilis. On tracing the case, they found a number 
of contacts. We tend to forget in treating many 
_ patients with antibiotics that we may mask the 
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Kolmer Wass. Chol. Wass. 


4+ 4+ 
4+ 4+ 
negative negative 
negative negative 
Sept., 1959 Feb., 1959 


35 mg. % 24 mg. % 
negative negative 
negative negative 
1113330000 0000000000 


signs of syphilis. Syphilis has always been a 
disease of signs more than symptoms, and we must 
again reeducate ourselves to keep up our index of 
suspicion. If we do not and if we think that 
syphilis has been eradicated, we are mistaken. It 
will recur. Dr. Gurney Clark read a paper at the 
last Academy meeting with the title, “The Syphilis 
Rise is No Surprise.” 

Dr. Lovise E. Tavs: We are much indebted to 
the Pediatric Departmen fon glowing us to show 
this case. It is rare because the child presented 
early congenital syphilis complicated by syphilitic 
nephrosis. 

The nephrotic syndrome ts characterized by ex- 
treme albuminuria, edema clinically, chemically by 
striking changes in the proteins and lipids of the 
plasma, and anatomically by noninflammatory 
lesions predominantly of the proximal convoluted 
tubules of the kidney and to some degree also of 
the distal tubes and Henle’s loops. Lipemia and 
lipiduria and deposition of lipid in the kidney 
tubules are secondary to the proteinuria. 

Syphilitic nephrosis has always been rare. It is 
seen only in early syphilis as in secondary acquired 
syphilis or early congenital syphilis. Rayer be- 
lieved it an actual invasion by Treponema pallida. 
In the past it has been classified as acute syphilitic 
nephritis. Munk and many others have proven that 
the old “acute syphilitic nephritis” exclusively in- 
volves the tubules and is a classical nephrotic 
syndrome. Hoffmann, Vorphohl, and others have 
found Treponema pallida in the urine. 

In syphilitic nephrosis there is rapid develop- 
ment of massive edema and anasarca, massive al- 
buminuria so that the urine may boil solid; low 
serum albumin and hypoproteinemia; almost no 
red blood cells in the urine, no hypertension, and 
no decreased renal function. 

The edema is due to the lowered colloid osmotic 
pressure in the blood plasma due to the decreased 
serum albumin. In the massive proteineuria, about 
90% lost is albumin. Infection produces abnormal 
tubule permeability; substances of large molecular 
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dimension can get through from the blood plasma 
to the urine. Globulin molecules are still larger in 
size than the albumin molecules and are held back, 
but albumin is excreted. 


If the proteinuria has persisted with its resulting 
proteinemia, edema follows and also lipemia and 
lipiduria. In the urine sediment may be found the 
doubly refractile lipoids described by Munk. These 
are seen only by polarized light. As the light goes 
through the lipoid droplets, they are divided into 
four segments separated by dark bands, like a 
Maltese cross. These doubly refractile lipoids are 
also seen in diabetic glomerulosclerosis and amyloid 
nephrosis. 


Stokes, Munk, Harrison, etc., all emphasized the 
dramatic recovery of syphilitic nephrosis after 
antisyphilitic therapy, and this was well demon- 
strated here, for you saw an apparently healthy 
child. Also, it has been shown that the most ex- 
cellent clinical and serologic results can be obtained 
in early congenital syphilis if treatment 1s started 
before the third month of life as was done here. 
Nephrosis is not the only renal lesion seen in early 
syphilis. Syphilitic interstitial nephritis and acute 


glomerulonephritis have been described. 
See 9 
Granulomatous Contact Dermatitis? Presented 


by Dr. Jonn B. HAEBERLIN Jr. and (by invita- 
tion) Dr. FRANK TROBAUGH. 


The patient, a 67-year-old white rancher from 
Montana, has had an itching eruption of the face 
and later on the exposed parts of the arms and 
forearms since June, 1955. He was treated with 
topical preparations and a total of 518 r of super- 
ficial fractional x-ray without benefit. He was 
seen at the Mayo Clinic in July, 1955, and mycosis 
fungoides was excluded in favor of a diagnosis of 
neurodermatitis of prurigo type. The condition had 
flared and waned but never cleared, and in 1957 
he was referred to Dr. Trobaugh with a question of 
leukemia because of a bleeding tendency. The 
hematologic work-up has indicated a toxic process 
rather than a lymphomatous one on several oc- 
casions since 1957. 

In December, 1957, there appeared to be licheni- 
fied eczematoid dermatitis of the face with an ele- 
ment of mycosis or papular seborrheic dermatitis 
in the picture. When next seen in January of this 
year the lesions of the face and outer arms were 
noted to be on the exposed parts and made up of 
discrete and confluent papules. Some of the discrete 
lesions were tiny translucent nodules strongly 
suggestive of leukemia cutis grossly. Microscopic 
sections from such a lesion are presented. Recheck 
of the hematologic findings (Dr. Trobaugh) again, 
revealed a toxic picture. 

Because of the resemblance of the microscopic 
picture to the axillary deodorant granulomas 
recently described, a search for possible contact 


yielded the names of chemicals used in grasshopper 
poison and louse killer poison. No history of using 
products containing zirconium could be elicited, nor 
does he apply anything to explain the distribution 
of the eruptions. Light sensitivity has been con- 
sidered but he has not been able to correlate ex- 
acerbations with exposure to sunlight. 

Treatment has included Kenalog lotion topically, 
promethazine hydrochloride (Phenergan) internally 
and small doses of prednisone given for his hemor- 
rhagic diathesis. 


Discussion 


Dr. Marcus R. Caro: There is one other 
etiologic agent that may be responsible. The erup- 
tion is limited to the exposed parts of the face and 
arms and it may have been initiated by insect bites. 
The fact that there is a papular eruption with a 
granulomatous reaction suggests that possibility. 
I think it might be well to go over the sections 
under a polarizing microscope to see if there are 
pieces of the stingers still present. 

Dr. Leon GoLtpMAN, Cincinnati: Our department 
has been interested in contact dermatitis due to in- 
sect toxicants. It is true that DDT will cause 
dermatitis. In dermatitis from toxicants, it is 
necessary to prove that it is the toxicants, not the 
vehicle, which causes the dermatitis. 

Dr. Jonn B. HAEBERLIN JR.: A year ago when I 
first saw this patient I accepted this as a lichenified 
dermatitis of indeterminate etiology and I would 
have accepted it as a contact dermatitis. When he 
returned this year he had these translucent nodules 
on the arm and since he had come to me originally 
with a question of leukemia, I thought these might 
be leukemic nodules. However, histologic sections 
at no time confirmed the diagnosis of a lymphoma. 
We have thought about light sensitivity but the 
patient asserts that there has been no effect from the 
sun. We recently received a list with all the pos- 
sible organic and other compounds that he has ex- 
posed to on his ranch (attached) in Montana. I 
would like to do patch tests with some of these 
substances. 

(Note: July 25, 1959: Recently during an ex- 
acerbation the patient was revaluated and the blood 
picture and bone marrow findings were diagnostic 
of lymphoma. ) 


Calcinosis Circumscripta. Presented by DR. 
FREDERICK D. MALKINSON and (by invitation} 
Dr. ARNOLD GOMBINER. 


The patient, a 20-year-old white female student, 
first noted the onset of firm, movable, nontender, 
red-yellow nodules on the right thumb, knee, and 
wrist, and one on the left arm, in 1955. 

In 1956 and 1957 she was hospitalized elsewhere 
for surgical excision of lesions on the right knee 
and hand. Histologic examination of the nodule 
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removed from the knee revealed “circumscribed ir- 
regular deposits of calcium granules” in the deep 
corium with associated focal foreign-body giant 


cell reaction. On several occasions in the past two * 


years serum calcium determinations have been re- 
ported as normal. Urinary Sulkowitch tests have 
been repeatedly positive although it is not clear 
whether urinary calcium was above the normal 
range. Despite adherence to a low calcium diet, the 
patient developed new lesions in the left arm in 
1957. Additional nodules in the right knee and 
second left finger appeared about nine months ago. 
Because of some progressive increase in size of 
these lesions the patient was admitted to Billings 
Hospital by the Orthopedic Service on Nov. 28, 
1958, for excision of the nodule on the right knee. 
Her history was otherwise noncontributory, except 
for the ingestion of vitamin A, 100,000 units daily 
for two years, taken without direct supervision for 
the treatment of acne vulgaris. Vitamin A was 
discontinued one year ago. 

On admission, lesions consisting of firm, slightly 
erythematous, dome-shaped subcutaneous nodules 
were seen on the right knee, on the extensor sur- 
face of the left arm near the elbow, and on the 
second left finger. Some of the lesions were yellow 
and erythematous and all were freely movable and 
nontender. 

Laboratory Data: Serum calcium 9.2 mg. %, 
serum phosphorus 3.4 mg. %, plasma proteins 
8.2 mg. %, albumin 5.3, globulin 2.9, serum lipids 
585 mg. % (normal); cholesterol 180 mg. % 
(total), 130 mg. % (esters); alkaline phosphatase 
3.4 units, urinary Sulkowitch 1+ (normal) ; 
N.P.N. 32 mg. %. 

X-ray films demonstrating soft tissue calcifica- 
tions in both hands, the left forearm, and right 
upper humerus are shown. X-rays of upper and 
lower extremities and lumbosacral spine failed to 
reveal any other soft tissue or bony abnormalities. 

Microscopic: Extensive calcification in the form 
of amorphous, basophilic masses is apparent in the 
deep corium. There is considerable surrounding in- 
flammatory response as well as giant cells and 
fibroblasts about the margins of the calcifications, 
Macrophages are also conspicuous on the connective 
tissue immediately adjacent to the calcifications. 


Discussion 


Dr. SAMUEL J. ZAKON: About five or six vears 
ago I treated this young lady for juvenile acne. 
She was placed on vitamin A, 25,000 units per day 
for a period of two months. At that time she hada 
calcihed tumor over the right knee and I referred 
her to a surgeon who excised the tumor. Un- 
fortunately I do not have the histologic findings. 
She tells me that the tumor recurred and that it had 
to be excised again. 

Dr. SAMUEL M. BLueFArB: This patient stated 
that each time she immerses her hands in cold 
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water they become “white.” Her family history 
is typical for Raynaud’s disease. I wonder if 
eventually she might not have scleroderma. 


Dr. FrepertcK D. MALKINSON: This patient 
presents the typical clinical picture of calcinosis 
circumscripta. Almost all such patients fail to 
show any systemic metabolic disorder which might 
explain the calcium deposits. In rare individuals, 
however, such disorders as hyperparathyroidism, 
renal rickets, or hypervitaminosis D may produce 
calcium deposition in the skin as well as in the 
large vessels, lungs, stomach, and elsewhere. In this 
patient no disturbance of calcium or phosphorus 
metabolism has been found. An alleged increase in 
urinary calcium excretion noted in the past is no 
longer present. 


Idiopathic calcinosis of the type found in this pa- 
tient may occur on the basis of increased tissue 
depositions of calcium without calcium elevation 
in the serum. This “binding” of calcium in the 
skin has been demonstrated by careful metabolic 
balance studies which show such patients capable 
of maintaining themselves in positive calcium 
balance despite marked decreases in calcium intake. 
In contrast, normal individuals on restricted calcium 
intake but still receiving Seer cer amounts than 
the patients with calcinosis circumscripta go into 
negative calcium balance. Our patient has tenta- 
tively agreed to enter the hospital for such studies 
at a later date. 


Now we did not claim that excessive amounts of 
vitamin A produced calcinosis in this girl, as was 
stated. We simply raised the question of a possible 
relationship in view of the longstanding his- 
tory of high vitamin A intake. Although osteoporo- 
sis is the prominent change in laboratory animals 
with hypervitaminosis A, humans often show the 
reverse change, namely, hyperostosis of the bony 
cortex. In one case described by Sobel extensive 
calcification occurred in the intercartilaginous tis- 
sues and in the hip joint, although this patient 
showed other marked symptoms of hypervitaminosis 
A. Our patient has taken excessive doses of 
vitamin A on her own for long periods of time 
but shows no overt symptoms of toxicity. There 
is some possibility, however, that isolated mani- 
festations of excessive vitamin A intake, such as 
tissue calcification, for example, might occur prior 
to the onset of other changes. 


We have had no experience with the use of 
chelating agents in patients with calcinosis. How- 
ever, I would be concerned over the possibility of 
renal calcification if significant amounts of calcium 
could be mobilized. 


Keratoacanthoma. Presented by Dr. FRANK J. 
KENDRICK, Gary Ind. 


This 42-year-old white woman has had well over 
100 warty, ulcerative lesions, nearly all of them 
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ocated on exposed areas, over the past 20 years. 
The presenter has treated 60 or 70 of these lesions 
yver the past 12 years, and has presented her be- 
fore this Society on two previous occasions. 

An initial lesion is usually a shotty papule, a 
millimeter or two in diameter. Within a few weeks 
this becomes a crateriform, bordered, warty, ul- 
cerated lesion from one-fourth to one-half inch in 
diameter. It is not certain that any of these have 
really involuted entirely without treatment, although 
some have been allowed to progress for several 
months, showing little, if any, evidence of involu- 
tion. 

Local destruction by diathermy or fulguration 
has been the most reliable treatment, although x- 
ray (1,500 to 2,000 r) has been successful in 
curing some. A few small ones have responded 
to bichloracetic acid. Podophyllum 20% in tincture 
of benzoin locally has been ineffective, as has 
Bistrimate by mouth. 

Recently Dr. Pinkus reviewed some old slides 
and examined some recent biopsy specimens. He 
felt that some resembled keratoacanthoma, others 
appeared to be of wart-like structure, and that 
some were chiefly infectious. 

On several occasigps the past dozen years, 
the patient has been entirely free of active tumors 
for as long as three or four months, but no longer 
than this. Presently, in addition to the many 
scars, there are several active tumors on the chin, 
the right upper extremity and the tragus of the 
right ear. 

It is felt that few observers have been able to 
follow one patient with so many of these tumors 
for so long a period of time. This particular case 
has shown little evidence of spontaneous healing, 
and it is wondered if the idea of spontaneous healing 
would hold were it possible to follow continuously 
more patients for longer periods of time. Very 
few people will permit themselves to be cared for 
by one person for so long. 


Discussion 


Dr. STEPHEN ROTHMAN: I would like to call 
attention to the beautiful paper of Rigdon (Rigdon, 
R. H.: Keratoacanthoma: Experimentally Induced 
with Methylcholanthrene in Chicken, A.M.A. 
Arcu. DerMaT. 79:139, 1959) on artificially induced 
keratoacanthomata and the interesting remarks on 
the possible immunological mechanism of spon- 
taneous cure. 


Hypergammaglobulinemia. Presented by Dr 
FrANK J. Kenprick and (by invitation) Dr. 
SyLvIAa F. GRIEM. 


This 40-year-old white woman has been ex- 
periencing recurring attacks of edema of the legs, 
accompanied by purpuric showers in the skin of 
the legs, for the past three years. Attacks usually 
last two to four days. 


The presenter believes he has ruled out drugs 
as an etiology, and trial elimination of most foods 
has produced no pertinent information. Labora- 
tory work including a complete blood count, L.E. 
test, bleeding and coagulation times, platelet count, 
direct and indirect Coombs tests, sedimentation rate, 
blood serology, and urinalysis were all negative. 
Blood cultures have been negative. 

Total protein was 9.2 and globulin 4.6, each a 
little high. The A/G ratio was 1.0 to 1.0 (normal 
1.0 to 2.5). The y-globulin was 5.14 (normal 0.6 
to 1.5) in June, and has recently come down to 
2.16. 


Dr. Pinkus thought a biopsy suggested “dyspro- 
teinemic purpura.” 

Prolonged treatment using Iberol, Rutorbin and 
recently a concentrated protein supplement has 
produced no clinical change. 

Slides are shown. 


Discussion 


Dr. SAMUEL M. BLuerFArB: There are possible 
mechanisms for the development of purpura. First, 
a defect in the vascular wall; second, quantitative 
and qualitative involvement of the blood platelets ; 
third, abnormality of the blood coagulation factor, 
and fourth, quantitative and qualitative disturbance 
of the blood proteins, dysproteinosis. In 1943, 
Waldstrom designated this latter type “purpura 
hyperglobulinemia.” This condition is characterized 
by relapsing purpura of the lower extremities, 
persistent increase of the serum globulin fraction, 
normochromic anemia, leukopenia, elevation of the 
blood sedimentation rate, and increase of serum 
proteins. The hyperglobulinemia is due to an in- 
crease of the y-globulins. Cryoglobulins are not 
present. The serum albumin is normal and this is 
a factor in the differential diagnosis of this syn- 
drome and multiple myeloma. 

Dr. ZACHARY FELSHER: There is another type 
of syndrome which Waldenstrom described. He 
called it macroglobulinemia. This is another type 
in which purpura may appear. In macroglobulinemia 
the patients are usually very ill. They get marked 
anemia, lose weight, and may get retinal hemor- 
rhage and other hemorrhages. The changes in the 
blood proteins are very similar to those described 
in blastomas. The globulins have a high molecular 
weight, and that is where the name macroglobuli- 
nemia comes from. In Waldenstrom’s hyper- 
globulinemia macroglobulins are absent or present 
in minimum amounts. 


Acquired Hypohidrosis Associated with Derma- 
tophytosis Caused by T. Rubrum. Presented 
by Dr. ALLAN L. Lorincz and (by invitation) 
Dr. Yetva L. LYNFIELD. 


The patient, a 59-year-old white man, sweated 
easily until five years ago when he noted a decrease 
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in sweating beginning on his face, palms, and soles, 
and spreading rapidly over his entire body. Only 
one spot, over his left clavicle, continued to sweat. 


Five years ago, he noted crops of transient pruritic ° 


red papules on his abdomen, but nowhere else. At 
about the same time, his skin became asteatotic 
and he developed a Trichophyton rubrum infection 
of his soles and of all his nails. When exposed to 
heat, as in the summertime, he flushes, feels weak, 
and runs a fever. He has worked installing and 
repairing elevators for the past 35 years, which 
occasionally exposed him to heat and various fumes. 
He had no previous skin diseases, no atabrine, no 
systemic illnesses except for emphysema. He has 
never been outside the Middle West. 

Physical examination is negative except for 
findings of generalized asteatosis (improved with 
Eucerin therapy) and dermatophytosis with ony- 
chomycosis (being treated with griseofulvin). 

Tests for sweating using starch-iodine indicator 
were performed as follows: 

1. Nicotine picrate 1/50,000 I C right volar 
forearm—neg. 

2. Acetylcholine chloride 1/10,000 I C right volar 
forearm—neg. 

3. Acetylcholine chloride 1/10,000 I C left volar 
forearm after application of 5% salicylic acid in 
yellow petrolatum for 3 days—neg. 

4. Direct heat from infra red lamp to tolerance 
dorsum of right hand—neg, 

5. Generalized heat in a room at 80 F. produced 
some sweating on trunk and axilla. Functioning 
sweat glands were widely spaced, except for a 1 
cm. area on medial end of left clavicle, where they 
were close together and the drops of sweat became 
confluent. 

Biopsy of an anhidrotic path on his right upper 
arm showed the presence of sweat ducts. 


Discussion 


Dr. THEODORE CoRNBLEET: We have never been 
able to show that any specific changes in sweat 
constituents predispose or are conductive to fungous 
' infection. Hyperidrosis of feet often is present 
with eczematoid ringworm, but it has not been 
shown that hypohidrosis is. Psoriasis patches, which 
may look at times like Trichophyton rubtum infec- 
tions, sweat little or not at all. 

Dr. LEon GoLpMAN, Cincinnati: Griseofulvin is 
also an excellent research tool to study changes in 
fungi. In superficial infections of tinea capitis you 
see rapid improvement and even cure. The nail 
lesions require months of therapy. You will not 
have to worry about the toxicity in the dosage 
range required. However, we do not know about 
chronic toxicity. Our work on blood assay tech- 
nics has been disappointing. In vitro, griseofulvin 
diffuses well through agar to affect the fungi. Some 
of our concentrations have had to be higher than 
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those reported in the British literature. Topical 
griseofulvin which we use also diffuses well 
through the media. It will be interesting to see 
what effect continued griseofulvin therapy, oral 
and topical, will have when the fungi disappear 
from the skin surface. We have had what we be- 
lieve are true relapses after therapy, oral and 
topical, in single topalized T. rubrum lesions. 

Dr. IRENE NEUHAUSER: I do not know much 
about the background of this patient but I was 
told that ringworm infection was considered but 
was ruled out because there were no findings. In 
addition to black dots one could find follicular 
crusts and some atrophy. This type of infection 
does not fluoresce under the Wood’s light. 

In reference to the suggestion that this patient’s 
ringworm might be of animal origin, to my knowl- 
edge, Trichophyton violaceum infection does not 
occur in animals. 


Trichophyton violaceum is much more common 
in Europe and the Orient than it is in this country 
and it is possible that some of these infections might 
get past the immigration authorities. 

Dr. ALLAN L. Lortncz: Acquired hypohidrosis 
of the severity noted in this case is quite unusual in 
the absence of preced#r=mmdeee or toxic eruption 
such as from atabrine. Shelley and his associates 
in their classic article on anhidrosis ( Shelley, 
W. B.; Horvath, P. N., and Pillsbury, D. M.: 
Anhidrosis: Etiologic Interpretation, Medicine 29: 
195, 1950) do mention a single similar case of 
idiopathic acquired hypohidrosis. In the case under 
discussion today, the coincidence of onset of 
extensive T. rubrum infection and severe hypohi- 
drosis is interesting and should stimulate specula- 
tion. 


Alopecia Totalis with Regrowth Following 
Prednisone (Meticorten). Presented by Dr. 
James HERBERT MITCHELL. 


The patient, a married woman aged 56, was first 
seen on April 25, 1958. She had had alopecia totalis 
for the previous two and one-half years; it began 
with a small area and rapidly spread to entire 
scalp. It was not preceded by illness; her health is 
excellent. The basal metabolic rate was slightly 
low and she had been taking thyroid. She was 
treated prior to observation for ten months with 
ultraviolet light and by another dermatologist for 
three months with pills and daily applications of a 
lotion. He was opposed to wearing a transforma- 
tion because it would interfere with circulation and 
“make it worse.” She had a permanent one month 
before onset. She was treated with cortisone by an 
internist and by the late Dr. Edward Oliver for 
three months. She spent some time in St. Luke’s 
Hospital, where all tests made were negative. She 
had weekly injections for three months without 
result. 
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Treatment consisted of methylprednisolone 4 
g. t.i.d. When seen on June 17, there were tufts 
f hair in crown and in occiput. On the occasion 
f the third visit, Sept. 16, the scalp was covered 
ith a thick growth of hair as shown in the 
‘odachrome of that date. There was a slight 
rowth in brows, a few cilia and in pubic region 
ut none in axillae. 


Discussion 


Dr. STEPHEN RoTHMAN: The case history sug- 
‘ests that this patient did not respond to cortisone 
wut did respond to prednisone (Meticorten). I 
till believe that in alopecia areata totalis all pa- 
ients will respond either to cortisone or to any of 
he derivatives if sufficient doses are given. It is 
listressing that the required dosage varies greatly. 
‘t seems to depend on the activity of the disease. 
The danger of harmful effects in prolonged treat- 
nent apparently has lessened with the introduction 
>f the delta compounds. Still, treatment of alope “ia 
areata with steroids remains a rather difficult task. 

Dr. Harotp SHELLow: I would like to ask the 
presenter what his feelings are concerning the use 
of steroids in cases of minimal alopecia areata. 
I feel that the best results are obtained in alopecia 
totalis. Not long ago I had a patient, an engineer, 
who worked with our Army in Greece after the 
war. He came in with a patch of alopecia. He had 
received rather large quantities of steroids over a 
long period of time and thought it caused some im- 
provement in regrowth. With cessation of the 
steroids the hair fell out. Then he developed 
another coin-sized patch. I was reticent about 
giving him more of the drug but with his in- 
sistence, I acquiesced. The new patch showed re- 
growth but the old patch remained completely 
unaffected. 


Dr. Marcus R. Caro: If there is anything like 
psychosomatic treatment for alopecia, then corti- 
sone does make the patient improve. 


Dr. RorHMAN: I wonder if Dr. Caro seriously 
doubts the reality of the effectiveness of cortisone. 
He is right that in most cases of patchy alopecia 
there is a good tendency to spontaneous regrowth, 
and therefore, the effectiveness of cortisone is hard 
to judge. But when he ever saw hair to regrow in 
alopecia totalis of ten years’ duration, quite 
regularly, exactly three weeks after cortisone 
therapy has been initiated, I just cannot fathom 
how this effect can be contributed to suggestion or 
what not. The same is true for inveterated patches 
in alopecia totalis. 


Dr. Caro: In reply to the question that Dr. 
Rothman directed to me, steroids do have an effect 
on alopecia areata. I have had patients with 
alopecia areata, both localized and generalized 
forms, improve following the use of steroids. I 


am sure, nevertheless, that there are other factors 
present in these cases. 


Dr. James H. MırcHeLL: The old axiom, post 
hoc ergo proper hoc, applies in many diseases. I 
do not believe it applies in this. I have been 
skeptical about regrowth of hair in alopecia areata. 
When I saw this patient in April, 1958, she gave 
the history that she had been treated extensively 
with cortisone. I gave her prednisone. It did not 
seem possible that she would come back in Septem- 
ber, in such a short time, with a full growth of 
hair. She has not regrown hair in the axilla as 
yet. The cilia and brows are doing fairly well. 
It is certainly an interesting situation. I have not 
found anything that affected similar cases in the 
past and I have had dozens of them. Occasionally 
I see one or two on the street and feel very 
guilty, and at Christmas time to get a card from 
one I have been seeing for 20 or 25 years. 

Dr. CornBLEET: Did I understand that prednisone 
had been stopped? My understanding is that when 
the steroid is stopped the hair falls out. 

Dr. MitcHELL: She is on 5 mg. of prednisone 
a day and I have urged her to continue that amount. 
I have seen her only three times. 


Bromoderma. Presented by Dr. ALFRED B. FALK and Dr. 
Steran BIELINSKI, and (by invitation) Dr. R. BERN- 
STEIN. 

Hairy Nevus. Presented by DR. ALFRED B. Fak and Dr. 
STEFAN BIELINSKI, and (by invitation) Dr. CHESTER 
L. KROLL. 

Lymphangioma Circumseriptum. Presented by Dr. SIDNEY 
Barsky and (by invitation) Dr. CHESTER L. KROLL: 
Juvenile Xanthogranuloma. Presented by Dr. THEODORE 
CORNBLEET and Dr. BERNARD YAFFE, and (by invita- 
tion) Dr. J. LATONI. 
Fox-Fordyce Disease. Presented by Dr. THEODORE CORN- 
BLEET and Dr. BERNARD YAFFE, and (by invitation) Dr. 
R. BERNSTEIN. 
Prurigo Nodularis. Presented by Dr. ALLAN L: Lorincz 

and (by invitation) Dr. WILLIAM H. GILLESPIE. 

Epithelioma Adenoides Cysticum. Presented by Dr. ALFRED 
B. FatK and Dr. STEFAN BIELINSKI, and (by invitation) 
Dr. I. GGL. 

Hereditary Hemorrhagic Telangiectasia. Presented by Dr. 
SAMUEL M. BLUEFARB; Dr. SıLas WALLK, and (by in- 
vitation) Dr. CHESTER L. KROLL. 

Melkerson-Rosenthal Syndrome? Presented by DR. SAMUEL 
M. BLUEFARB, Dr. SıLas WALLK, and (by invitation) 
Dr. R. BERNSTEIN. 

Discontinuity in Nails (Beau's Lines) Following Fever. 
Presented by Dr. THEODORE CORNBLEET, Dr. BERNARD 
YAFFE, and (by invitation) Dr. I. Gıcıı. 

Rhinophyma and Rosacea. Presented by Dr. ALFRED B. 
Fark and (by invitation) Dr. JACK M. Fox. 

Presented by Dr. A. M. Bucuunorz. 

Tinea Capitis Due to Trichophyton Violaceum. Presented 
by er. ALBERT H. SLEPYAN, Dr. IRENE NEUHAUSER, 
and (by invitation) Dr. Betsy B. BRENNAN. 

Lichen Planus of the Oral Mucosa. Presented by Dr. 
Louise E. Tavs. 

Xerotica Obliterans (Lichen Sclerosus et 
Atrophicus). Presented by Dr. KENNETH M. HALPRIN 
(by invitation). 

Balanoposthitis Xerotica Obliterans (Lichen Sclerosus et 
Atrophicus). Presented by Dr. Brian Potter (by in- 
vitation). 


Scleroderma. 


Balanoposthitis 
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Pressure Gradient Therapy in Patients with 
Various Disorders of the Extremities. Pre- 
sented by Dr. JosepH BENINSON, 


Post-thrombotic syndrome of both legs: A white 
woman of 43 years had thrombophlebitis, follow- 
ing childbirth 14 years ago. Since then, she has 
had much swelling and discomfort, which per- 
sisted despite the wearing of standard commercial 
elastic support bandages and stockings. Initial ex- 
amination revealed 4+ edema, together with con- 
siderable subcutaneous fibrosis from the knee 
downward. No family history of varices or fat 
legs was elicited. 

Treatment: Pressure gradient leotard with 40 
mm. counterpressure. 

Postmastectomy lymphedema, right arm: A 
white woman of 53 years had developed severe, 
peristent, painful lymphedema of the right arm 
following mastectomy in November, 1953. 


Treatment: From March 31, 1958 to April 5, 
1958 the forearm and arm were treated with the 
Jobst pump, utilizing a pumping sleeve. She has 
worn a Jobst pressure gradient sleeve since then, 
has unrestricted activities, and is now able to 
leave the sleeve off at night. 


Lichen simplex chronicus with post-thrombotic 
syndrome of the leg: A 52-year-old woman had 
had a recurrent dermatitis of the right foot and 
leg since 1931, which apparently succeeded boils 
in this area. About 1953, edema of the foot and 
ankle appeared, with an increase in the cutaneous 
Symptoms and extension of the eruption. 


Treatment: Previous therapy had included x-ray, 
local hydrocortisone, and many other topical reme- 
dies. Unna boots, and subsequent pressure gradient 
stocking, have controlled the edema, and resulted 
in cessation of itching, with consequent near dis- 
appearance of the eruption. 


Sickle cell anemia with leg ulcerations: A 
Negro girl of 16 years had had evidence of sickle 
cell disease since 4 years of age. In April, 1957, 
she developed severe ulcers of the legs, which 
extended to involve much of the medial and lateral 
malleolar areas of the left leg, and the làteral 
malleolar area of the right. Her sickle cell prep- 
aration was positive. Hemoglobin on December 
27, 1958, was 6.5 gm. rising to 8.2 gm. by January 
19, 1959. Reticulocyte count 10.8%. 

Treatment: Unna boots. Bed rest. 


Submitted for publication May 6, 1959. 
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Discussion 


Dr. JosepH BENINsoNn: I brought these people 
in because they demonstrated several different as- 
pects of pressure-gradient therapy, namely: the 
use of the support, the use of the pump, and at 
least one dermatologic application, in the case of 
the woman who had lichen simplex chronicus of 
the foot and leg. I had intended to have her be 
nice enough to give us a lesion to look at today, 
as she has done for me twice in the last two 
years, but she is essentially clear. On both occasions 
(in the past) when she had recurrences, it was 
when she permitted the stocking to become loose. 
One time she thought she would see if she could 
get along without it, since she had done well for 
so long. Of course she had a complete recurrence. 
When started back on Unna boot pressure dress- 
ings, it cleared. Back" "ier stocking, she did 
well, until about 10 days ago when she came back, 
and the stocking had loosened up, so that she 
began to get recurrence of her itching. What you 
see left now is going into remission with the use 
of a new stocking. 

I must admit I was rather stupid in not realizing 
what was going on in these cases of lichen sim- 
plex chronicus before I did—which was not until 
several years ago. I had been treating these people, 
as all of us have, with various medications, get- 
ting the lesion more or less under control, but 
I had not been paying any attention to the under- 
lying pathogenesis, which, I now believe. in most 
instances is either a varicose leg, a post-thrombotic 
limb, or a combination of both. It seems to me that 
if we observe these people more carefully, we 
will find they do have some edema. It may or may 
not be marked as it was in this woman. When we 
find these people, we get their lichen simplex con- 
trolled if they are put into these supports. Most of 
them require use of steroid ointment locally for 
many months, as well as supportive therapy while 
their tissues are returning to a healthier state. 

Regarding the lady who had bilateral throm- 
bophlebitis 14 years ago, she has tried various 
supports. Other physicians have prescribed about 
everything ever heard of, and I must say I am 
pleased to present this woman. We only have one 
or two people like this a month that come through 
our clinic, but in all instances, when we get the 
proper pressure gradient support for them, they 
are only too happy to wear it. Indeed, some of 
them are afraid to take it off at night, because 
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y think they will start swelling again, and 
y will not be able to get it back on in the 
rning. Actually, some of them do have it so 
erely that they have to sleep with their legs 
vated, otherwise they cannot put their supports 
easily in the morning. Here again we have 
problem which has many nuances, from those 
ich are as severe as this case, on down the 
mut to the simple cases where valve damage 
s been minimal. 
I had hoped a gentleman from Warren would 
with us this morning, but he telephoned and 
nceled because of the roads. This particular man 
da surgical diagnosis of lymphoblastic lymphoma 
aen I first saw him, a little over a year ago. 
e also had a thrombosis and was bedridden. With 
pump and a combination of supports, he regularly 
monstrates some edema, but he is able to 
t about extremely well. In this case, I pre- 
ribed an additional 50 mm. counter-pressure sup- 
rt on the right lower extremity, so that he is 
tually wearing a full-length support under the 
otard on the right side. With the use of this, 
though the man knows his days are numbered, 
2 has been able to go back to work, he has been 
laying golf, and is usin the extremity without 
ay difficulty roaa N, problem concerning 
1e postmastectomy lymphedema also comes in 
any variations, and I trust you people do not go 
ome with the impression that I can take all these 
atients and turn out a patient like this. I cannot. 
he is an outstanding individual, who has done 
xtremely well to be able to bowl in three dif- 
erent leagues, and other things she is doing, and 
till maintain the softness of her tissues. 
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“ase for Diagnosis: Scleroderma? Presented 

by Rogert L. Day, M.D. 

The patient, a 22-year-old white housewife, was 
srst seen on February 9, 1959, with the complaint 
>f a tender area on the left chest, first noted 
three and one-half years ago, immediately follow- 
ing birth of a baby. It began as a whitish pruritic 
area immediately below the left breast. The spot 
enlarged only slightly, and other similar areas 
developed nearby. In the past year the area has 
become reddened and exquisitely tender. She thinks 
there is some “caved-in” appearances to the central 
portion. In the last year she has developed a 
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As for the case of the large sickle cell ulcera- 
tions, I merely presented her to prove that it is 
no more difficult to heal these ulcerations than any 
other ulcers of the lower extremities, when pres- 
sure-gradient therapy is employed. I hope that some 
of you people here today will try to use the pump 
and the support, because | am sure that when you 
do, you will be as gratified as I am. 

Summary of Public Health Service Evaluation of Serologic 
Testing for Syphilis. Presented by Dr. ALBERT 
WHEELER, Ann Arbor. 

Neomycin Soap: Preliminary Report. 
HuGuH REYNOLDS. 

Dermatology and the Hospital Staphylococci. 
by Dr. RICHARD ORDERS. 


Presented by Dr. 


Presented 


Systemic Lupus Erythematosus? Weber Christian Disease? 
Presented by Dr. CLARENCE S. Livincoop. 


Pseudoxanthoma _ Elasticum (Gronblad-Strandberg 
drome). Presented by Dr. ROBERT E. BURNS. 


Sarcoidosis. Presented by Dr. FRANK R. MENAGH. 

Pemphigoid. Presented by Dr. CLARENCE S. LIVINGOOD. 

Lupus Erythematosus—systemie. Presented by Dr. ROBERT 
E. BURNS. 
Dermatomy ositis—inactive 
Rosert E. BURNS. 
Dermatomyositis—active phase. Presented by Dr. ROBERT 
E. Burns. 

Linear Scleroderma. Presented by Dr. Rosert E. Burns. 

Secleroderma—generalized. Presented by Dr. CLARENCE S. 
LivINGOOD. 

Parapsoriasis en plaque. 
LIvVINGOOD. 

Alopecia of trunk sparing the scalp. Presented by Dr. 
FrepericK V. Hauser, Flint. 

Pemphigus erythematodes. Presented by Dr. Rosert E. 
BuRNS. 

Kaposi’s Hemorrhagic Sarcoma ? Presented by Dr. GEORGE 
B. Sexton, London, Ont., Canada. 

Recalcitrant Pustular Eruption (Pustular Bacterid of 
Andrews). Presented by Dr. CLARENCE S. LivinGcoop. 


Syn- 


phase. Presented by Dr. 


Presented by Dr. CLARENCE S. 


similar smaller area on the left quadrant of the 
abdomen. 

Physical findings: There is a 4-inch by 12-inch 
area of dusky-red darkening of the skin of the left 
chest in the inframammary area, distributed over 
the course of the 6th thoracic nerve, and stops 
sharply at the midline and midaxillary line. This 
is stippled with variously-sized areas of depig- 
mentation from 3 mm. to 1 cm. A central portion 
of 2 inches by 3 inches is depressed. The entire area 
is very tender to touch, and there is marked 
hyperesthesia. This hyperesthesia extends through- 
out the anterior division of the spinal nerve, no 
essential change to light touch over the back. 
There is about a l-inch by 3-inch area of spotty 
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depigmentation longitudinally situated in the left 
lower quadrant. 

Biopsy findings: There is a compressed-type 
atrophy of the epidermis, with flattening and at- 
sence of rete pegs. The collagen is edematous and 
homogenized. There is a notable absence of skin 
appendages, and the area is relatively avascular, 
One or two blood vessels are noted, with slight 
perivascular infiltrate of chiefly round cells and 
histiocytes. A section of fat was taken on biopsy, 
but apparently dropped off and was lost in prepara- 
tion. Pathology slide in laboratory. 

No treatment has been given. 


Discussion 


CHARLES G. SreEFFEN, M.D.: As to prognosis— 
although it is impossible to predict in any indi- 
vidual case, the chances are good that this will 
become inactive. It is only the very few cases that 
go on to generalized scleroderma. Most interesting 
is the pain and tenderness that she has, both of 
the skin, and underlying pleural pain. Whether 
this is functional or not, I don’t know. The only 
therapeutic suggestion I have is to perform a 
sensory nerve block to determine if that will elim- 
inate the pain. If this helps, the sensory nerves 
may later be sectioned. 

SAMUEL Ayres JR. M.D.: I think the color of 
the lesion on the side of the trunk is of interest, and 
I'd like to inquire from Doctor Day just how 
long it has been as it is today. When I first 
asked the patient, she said she had it right along, 
but later said that it developed after the biopsy. 

FLoraLou Ketrensacu, M.D.: The hemorrhage? 

SAMUEL Ayres JR., M.D.: Yes. 

FLoRALOU KETTENBACH, M.D.: She said it ap- 
peared right after the biopsy. 

Lours H. Winer, M.D.: Will the presenter 
please repeat the additional history he gave us 
when we observed this patient, so that the entire 
society will know what changes were due to the 
disease, and which were iatrogenic. 

Ropert L. Day, M.D.: The dollar-sized, highly 
discolored area is the result of spraying the area 
with “Freon” in an attempt to perform a biopsy 
of the area after it had been injected with 1.5 ccs. 
of Novocaine, for it was still so tender. Regard- 
less of these two attempts at anesthesia, removing 
the specimen for biopsy elicited a good deal of 
pain. This area is an area of subcutaneous hemor- 
rhages, the result of spraying with the Freon. 
The lesion itself is more a 12-inch by 3-inah area 
on the lower rib cage. 

SAMUEL Ayres JR., M.D.: There was no hemor- 
rhage there before the biopsy, or no discoloration ? 

Ropert L. Day, M.D.: The large dusky area 
was the one actually noticed on her first visit, 
and the highly discolored smaller area in the center 
was the result of the attempts at anesthesia. 
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Frep F. FetpMan, M.D.: Several years ago 
Doctor Newman and I presented a case of lineat 
scleroderma before this society. The lesions in- 
volved the thigh and leg, and occurred following 
an automobile accident in which back injuries were 
incurred. Our patient had recurrent sclatic-type 
pain in the involved extremity, but not hyperes- 
thesia as in the patient presented tonight. 

Associated neurological disturbances may occur 
in scleroderma. Some authors have suggested a 
neuropathologic basis for the disease. In one pa- 
tient, I have seen epilepsy developing shortly after 
the appearance of extensive morphea. 

Motteurus Courerus, M.D.: I agree with the 
diagnosis of zosteriform scleroderma. The history 
of trauma may indicate an etiological factor. I 
saw a patient, about three years ago, who had 
been in an automobile accident, with contusion of 
the right buttock. About two months later she 
developed linear scleroderma on the area; the 
lesion was present for over a year, and then 
gradually disappeared. Only in the center of the 
plaque a small area of scleroderma remains. I 
feel that trauma quite frequently is a cause of 
linear scleroderma, 

HaroLD Pricer, M.D: I am inclined to feel, 
because of the localized exquisite tenderness, that 
she probably has, underlying the skin manifesta- 
tions, associated muscle inflammation; which would 
put this into the category of myosclerosis. 


Tuberculosis Miliaris Disseminata Facei. Pre- 
sented by Joun D. Rocers, M.D., and 
MAXIMILIAN OBERMAYER, M.D. (previously pre- 
sented). 


Patient, a 37-year-old Canadian woman, has al- 
ways considered herself to have a good rosy com- 
plexion, but not with the present amount of 
erythema. 

Significant family history: One aunt died of 
pulmonary tuberculosis. 

Development of current dermatosis: It began 
four years ago on the sides of the face with 
erythema of the cheeks. A roughness of the skin 
was also observed, as well as a burning sensation. 

Description of current dermatosis: ( 1) erythema 
of the forehead, cheeks, and sides of neck, (2) 
bilateral, symmetrical involvement of cheeks, chin, 
and neck, with multiple, discrete, minute, super- 
ficial reddish/amber colored nodules, with what 
appear to be some small scars. 

Biopsy findings: See report previously given by , 
Doctor Obermayer when patient demonstrated be- 
fore the Los Angeles Dermatological Society. 

Other significant laboratory findings: August 
14, 1957: Region chest—Examination of the chest, 
in PA and later projections, demonstrates no evi- 
dence of active pulmonary disease. Ventilation is 
equal and symmetrical throughout. There are faint | 
calcific residues of old pulmonary infection in the 
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left suprahilar and left hilar region. These are 
of no present significance. The right diaphrag- 
matic leaf is smooth. The left leaf is slightly 
irregular, apparently due to old pleuritic reaction 
in the left base. The costophrenic angles are sharp. 

Conclusions: (1) no active pulmonary disease de- 
tected; (2) ancient pleuritic reaction, left base; 
(3) moderate dorsal scoliosis (N. F. Zimmerman, 


M.D.). 
Discussion 


MAXIMILIAN E. OBeRMAYER, M.D.: This patient 
was presented by Doctor Storkan and me at the 
May meeting of the Society, in 1954, under the 
same diagnosis. The case report was only listed 
by title in the Arcuives, but I do not recall that 
the diagnosis was questioned. I was convinced at 
that time that the patient actually had tuberculosis. 
The clinical picture with apple-jelly nodules on 
diascopic pressure, the tuberculoid histologic struc- 
ture found in the sections, and the positive reac- 
tion to the PPD No. 1 test seemed confirmatory 
evidence. But five years have passed since that 
first presentation, and the eruption is just as active 
as ever, in spite of one year of intensive therapy. 
first with isoniazid, and later, when there was no 
response, with clave hs is not the behavior 
of cutaneous tuberculosis or tuberculid. I believe 
now that we are not dealing with tuberculosis, but 
with lupoid rosacea, and I refer you to the brilltant 
article by Michelson in the January issue of the 
ARCHIVES, with whose logical conclusions concern- 
ing the nontuberculous origin of rosacea-like tube -- 
culid of Lewandowsky I am in full agreement. 

SAMUEL Ayres JR, M.D.: I’d Ike to ask Doc- 
tor Rogers if at any time there’s been evidence 
of any pustules in those lesions, or if they ave 
a'ways nodular. I thought I could just barely 
detect the suggestion of early vesicopustules. If 
you do find any pustules, it might be worth while 
to examine the contents microscopically for Demo- 
dex, and, if any are found, to try the effect of 
Danish ointment cautiously. 

MAXIMILIAN E. OperMAYER, M.D.: During an 
observation period of over a year, I have never 
seen pustules. 


Tuomas H. STERNBERG, M.D.: I got the im- 
pression that this woman is real sick, and she 
has felt very bad for the past year. The record 
contains information that she has an intercurrent 
fever, along with other symptoms, and it seems 
‘to me that it wouldn’t be too difficult to tie in 
these systemic manifestations with what we see 
on her face. I would like to suggest that she be 
studied for systemic lupus erythematosus, 


A. FLetcHeR Hatt, M.D.: I like Doctor Stern- 
berg’s suggestion; further, I wish to ask Doctor 
“Obermayer if isoniazid is specific enough for 
tuberculosis so that it can be used as a therapeutic 


test to eliminate that diagnosis, under which this 
case is presented, when the patient did not respond, 

MAXIMILIAN E. OBERMAYER, M.D.: My ex- 
perience is insufficient to answer this question, but 
in the February, 1958, symposium on therapy of 
infections (Rogers, D. E., et al.: Therapy of In- 
fections, Bull. N.Y. Acad. Med. 34:109, 1958), 
it was stated that isoniazid, whether it is combined 
with another drug or not, is quite adequate to 
take care of most patients with minimal tuber- 
culosis. 

Lours H. Wrner, M.D.: Two years ago, when 
I visited Professor Gustav Riehl at the Lupus 
Hospital in Vienna, he stated that tuberculids did 
not respond to isoniazid. I also observed this at- 
the San Diego meeting of this society four years 
ago, when a woman with erythema induratum, a 
tuberculid, did not respond to isoniazid, but did 
to Calciferol. Professor Riehl in Vienna was using 
0.1 gm. tablet of Kresulfin (dithiokresol) three 
times a day, for the treatment of lupus miliaris 
disseminatus facei. Neither Professor Riehl, the 
late Doctor Paul O'Leary, nor Stephen Rothman 
thought that lupus miliaris disseminatus facei was 
a tuberculid. I agree with Henry E. Michelson 
who, quoting Jadassohn’s definition of a tuberculid, 
stated that the patient must have clinical or labora- 
tory findings of a tuberculosis infection, and a 
positive tuberculin test, otherwise it is not a tuber- 
culid. Some tuberculids resemble lupus miliaris 
disseminatus facei in clinica’ and histologic ap- 
pearance. Thus lupus miliaris disseminatus facet 
may be caused by organisms other than the tubercle 
bacillus. The condition belongs in the category of 
miliary sarcoids. 

[ do not think this patient has lupus miliaris 
disseminatus facei, because histologically there are 
nests of epithelioid cells forming a naked tubercle. 
There is, also, no caseation necrosis. Although 
clinically this looks like lupus erythematosus or a 
Rosacea, the histology speaks for a miliary sarcoid. 


For Diagnosis: Progressive Gingival Hyper- 
plasia Associated with Deep Abscesses of 
Buttock and Arm. (Monocytic Leukemia?). 
Presented by Norman E. Levan, M.D. 


The patient is a 29-year-old white housewife, 
who was first seen January 22, 1959, because of 
a progressively spreading and tender thickening 
of the gums, which had begun in October, 1958. 
In addition an abscess on the left arm had ap- 
peared in December 1958, and failed to heal after 
incisiongand drainage. A similar abscess was noted 
on the right buttock in January, and it opened 
spontaneously February 1, 1959. 

The general health remained quite good up to 
the time of the first examination, except for oc- 
casional bouts of fever, up to 102 F. Since first 
seen, pain in the ears developed, and on February 
8 the right ear drum ruptured, at which time the 
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patient was given oral penicillin by her family 
physician. The only other medication taken in this 
period has been a brief course of Ilosone in De- 
cember, and thyroid extract, taken since a thy- 
roidectomy four years ago. 


The past history and family history are non- 
contributory. The patient stated that, while in 
grammer school, a coccidioidin skin test elicited a 
violent reaction. Her last pregnancy was seven 
years ago. 


Examination: The chief findings exhibited by 
this well-developed moderately obese woman are 
(1) a marked, diffuse, very tender, and very 
friable hypertrophy of the gingiva, and (2) two 
large, draining, pyodermic abscesses, one on the 
lateral aspect of the left arm, and the other on 
the left buttock. 


Laboratory findings: A CBC, in late January, 
1959, showed the following: hgb 12.5 gms. RBC 
4,410,000; WBC-5200 with 68% polymorphonu- 
clears, 22% lymphocytes, and 8% monocytes. An- 
other CBC, February 4, 1959, showed no change 
in the hgb. and RBC, but the WBC was 10,600 
with 79% polymorphonuclears, 15% lymphocytes, 
2% monocytes, and 4% eosinophils. The sedimen- 
tation rate (Wintrobe) was 48 mm./1 hour, A 
urinalysis (noncatheterized specimen) was essen- 
tially negative, except for 6-8 pus cells/hpf, and 
a faint trace of acetone; it was negative for 
Bence Jones protein. No fungi were found on di- 
rect examinations of material from the gums and 
the cutaneous abscesses, and fungal cultures thus 
far show no growth. Bacterial cultures from the 
arm abscess have showed no growth, and a culture 
from the gingiva shows only alpha streptococcus. 


The electrophoretic pattern of serum proteins 
shows changes in the protein fractions, interpreted 
as suggestive of an infectious process, or of liver 
disease: (figures given are in absolute grams per 
cent; normals are in parentheses): albumin 3.10 
(3.3-4-5) ; a globulin 0.47 (0.2-0.4); a 2-globulin 
1.03 (0.4-0.7) ;8 globulin 1.19 (0.7-1.0); y globulin 
1.6 (0.7-1.2); total protein 7.40 (6.1-7.8). 
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Skin tests to PPD (tuberculin), intermediat 
strength, elicited negative reaction. Coccidioidi 
skin test not done, because of known strong posi 
tive ten years earlier, ECG showed essentiall 
normal findings. Roentgenograms of the skul 
chest, and left upper arm were also essentiall 
negative. 

A specimen for microscopic examination wa 
taken from the hypertrophic gingiva on Januar 
22, 1959. It was interpreted as a plasmocytome 
The chief findings, as the presenter views ther 
are a marked hyperplasia of the mucosa, and : 
dense infiltrate in the submucosa. This infiltrate i 
largely monomorphous, being composed largely o 
large cells with slightly basophilic cytoplasm an 
large dark-staumng: nuclei,with mitotic figures in 
moderate numbers. There are some widely dilate: 
blood vessels which seem to contain similar cells. 


Discussion 


NorMAN E. Levan, M.D.: My tentative diag 
nosis is monocytic leukemia. 

LAWRENCE M. NeEtson, M.D.: This 29-year-ol 
woman has had, since November 1958, a pro 
gressive gingival hyperplasia, and, since Decembe: 
1958, ulcers and abscesses. She denies any medi 
cation previous to the onset of this condition. Iı 
looking at her, the first thing I thought of was : 
dilantin hyperplasia of her gums, and self-inducec 
lesions of her arm. The one patient with gingiva 
hyperplasia pregnancy that I have observed hac 
lesions which looked more like a strawberry heman- 
gioma. This looked more like a granulomatous 
affair. About the only thing that I am aware oi 
that could give both the ulcers of the skin anc 
the hyperplasia is, as Doctor Levan says, a leukemia 
and, until proved otherwise, that would be my 
diagnosis. 

Harotp Price, M.D.: As Doctor Levan inti- 
mated, one of the characteristic signs of monocytic 
leukemia is gingival hyperplasia. In fact, gingival 
hyperplasia occurs in about 80% of the cases, and 
be the first manifestation of the disease. 
Ulcerative necrotizing stomatitis, and bleeding 
gums, are also common. 


may 


This patient also presents another frequent cu- 
taneous lesion of monocytic leukemia: the furuncu- 
lar lesions which go on to form deep punched-out 
ulcers. This probably represents thrombosis of a 
fair-sized artery. 

Lours H. Winer, M.D.: In 1934, Doctor John 
Butler, of Minneapolis, treated a young man with 
a punched-out ulcer on the lower legs. Doctor 
Frances Lynch, in a paper, later included this case 
as one of the two in which ulceration occurred 
in mononuclear leukemia. He reported a total of 
8 cases. (Arch. Dermat. & Syph. 34:775, 1936.Y 
The ulcers, as those seen in this case, looked under 
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mined; having liquefaction necrosis deep in the 
tissue, with thinning of the overlying ulcer margins. 


I think a biopsy of the ulcerated lesion of the 
arm is warranted in this patient. The section from 
the tissue removed from the mouth showed an 
intact thin epithelium, and numerous polymorpho- 
nuclear leukocytes in the upper cutis. This latter 
finding is frequently observed in oral lesions. How- 
ever, in the deeper cutis, the infiltrate is mono- 
morphous, and consists of large monocytes. I would 
suggest touch smears of biopsy specimen from the 
ulcer be done, and these stained with Wright’s 
stain. Under the oil immersion lens, they might 
show abnormal monocytes. 


Marjorie Frantz Bauer, M.D.: I was wonder- 
ing about the possibility of multiple myeloma. I 
understand, from the biopsy report, that the diag- 
nosis was plasmocytoma. I am under the impression 
that the abnormal cell in multiple myeloma is an 
immature plasma cell, which would be compatible 
with a diagnosis of plasmocytoma. Coupled with 
this was the fact that she had a very high globulin. 


Norman E. Levan, M.D.: When first seen about 
three weeks ago, the patient appeared in good 
general health, except, of course, for the presenting 
gum and cutaneous lesiqggeelen days later, she 
was obviously ill—and as we see her tonight she 
appears gravely ill. A rapid course of this type 
is compatible with, among other things, monocytic 
leukemia, where the average duration of life from 
the onset of symptoms is something like eight 
months. 

The hypertrophic gingivitis, which is perhaps 
the most bizzare of the findings, presents a num- 
ber of diagnostic possibilities. Some of these can 
be readily excluded—e.g., no drugs, particularly no 
dilatin, have been taken; and the patient is not 
pregnant. A consultant raised the possibility of 
coccidioidomycosis—which I believe can be ruled 
out. To my knowledge, gingival hyperplasia has 
never been reported, and I know of no unreported 
instance, as caused by coccidioidal infection. Fur- 
ther, a positive skin test ten years ago, if reliable, 
with no intervening illness, essentially rules out 
the possibility of disseminated disease at this time. 
Multiple myeloma has not been completely ruled 
out—but the absence of Bence Jones protein on 
the one occasion it was tested for, and of bone 
involvement on roentgenograms, points away from 
that possibility. Also, while oral lesions are fre- 
quent in multiple myeloma, they do not seem to 


take the form of the gingival hyperplasia ex- 
hibited by this patient. 

A diffuse gingival hyperplasia is so characteristic 
ef monocytic leukemia that some authors believe 
it justifies a tentative diagnosis, even in the ab- 
sence of confirmatory hematologic findings. In this 
regard, Doctor Louis Winer, in a case discussion 
published in the ARCHIVES some years ago, 
pointed out that of 22 cases of monocytic leukemia 
seen at the Los Angeles General Hospital in a 
five-year period, 17 had gingival hyperplasia. Other 
oral lesions may be present—as in the case pre- 
sented before this Society in 1942 by Doctor 
Fletcher Hall, where the presenting lesion was a 
hyperplasia of the tongue. 

In answer to Dr. Winer’s question of touch 
smears, our local pathologists felt they did not 
have enough experience with such smears to make 
a more accurate cytologic diagnosis than they 
could on tissue sections. While they were impressed 
by the monomorphous nature of the infiltrate in the 
gingival sections, they were not willing to make 
a diagnosis from these sections, preferring to 
place more reliance on bone marrow examinations. 

Murray ZIMMERMAN, M.D.: I think it would 
be a good idea to assume her effective gamma 
globulin as zero, in view of the devastating bac- 
terial infection she had in the last week, and give 
her about a tenth of a gram per pound immediately, 
say, 15 to 20 cc., of gamma globulin. Then give 
her about half as much once a month, since the 
exponential half-life of pooled gamma globulin is 
28 days. I don’t think you can give her enough 
gamma globulin to clear her infections, but it will 
help the bacteriostatic antibiotics to prevent and 
control further severe infections, and to keep her 
comfortable. 

The reported gamma globulin may be abnormal, 
as in patients with myeloma-like blood dyscrasias. 
They have terrific infections, and a very high 
gamma globulin level, but they need normal gamma 
globulins. I don’t think she has multiple myeloma. 
She’d have a higher sedimentation rate if she did. 
Forty-six isn’t that high. 

NorMAN E. Levan, M.D.: This patient died, 
despite large doses of corticosteroids and antibi- 
otics, about ten days after she was presented. Pre- 
liminary autopsy findings were interpreted as 


indicative of a Wegener’s granulomatosis. 
Presented by ANKER K. Jensen, M.D. 
Presented by Frep F. FELDMAN, 


Psoriasis? 
Incontinentia Pigmenti. 
M.D. 
Angiokeratoma. 
e 


Presented by Jous W. Carney, M.D. 
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Case for Diagnosis: Periadenitis Mucosa 
Necrotica? Presented by RatpH B. CoompBer, 
M.D., and (by invitation) GILBERT E. RYDER, 
M.D. 


History: A 45-year-old white woman noticed a 
small ulcer in the right buccal-gingival sulcus, 
two weeks ago. Within a few days, numerous 
ulcers developed over buccal and gingival surfaces, 
associated with swelling of cheeks and chin, and 
localized lymphadenopathy. Ulcers also appeared 
over the pharyngeal area, associated with swelling 
of the tongue. Tenderness of the tongue and mouth 
have caused diffculty in eating. Prior to onset, 
patient had been taking Dexamyl Spansules for 
one year, Bephan Spacetabs (antispasmodic and 
antacid) for two weeks, and Pabalate H. C. 
(hydrocortisone) since September. All of these 
were prescribed for arthritis. 

Examination: Over the buccal mucosal and 
gingival areas are deep ulcerated patches. Mod- 
erate swelling of the external oral area, especially 
the chin, is present, with localized lymphadenop- 
athy. The tongue is red, swollen and tender. 

Laboratory Findings: CBC—normal findings. 
Material from the ulcerated areas showed no 
organisms on microscopic examination. Cultures 
have shown no growth. 

Therapy: (1) An injection of Bicillin (long- 
acting) was given at the onset; (2) Antibiotic 
troches (took nine of these); (3) Gentian violet 
2% locally, ten days; (4) Mycostatin tablets t.i.d. 
(one week); (5) Hydrogen peroxide, 3%, mouth 
wash. There was no appreciable response to the 
above agents. Note: This patient was seen by 
presenters for the first time today. Consequently, 
there was no opportunity for further laboratory 
tests or therapeutic measures. In view of the poor 
response to the above agents, which were ad- 
ministered by her family physician and her dentist, 
this case is presented for review and therapeutic 
suggestions. 


Discussion 


WILLIAM B. ReEp, M.D.: The term, “periadenitis 
mucosa necrotica recurrens,” was first ased by 
Sutton to describe a severe aphthosis of the mouth. 
I believe that this unwieldy term should be dis- 
continued. 

This patient should have a complete medical 
work-up. She has an acute swelling of the right 
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knee, which began at the same time as the mouth 
lesions. This patient has had multiple complaints 
for years, and has taken multiple medications. 
Nevertheless, the symptoms of gastrointestinal dis- 
tress should be investigated to rule out chronic 
ulcerative colitis, or regional ileitis, conditions 
sometimes associated with arthritis and aphthosis. 
I believe also that the latex fixation test for the 
rheumatoid factor should be ordered, as well as 
an L.E. clot test, sedimentation test, and a com- 
plete white count and differential. 

VincENT P. Burpy, M.D.: I have in the back 
of my mind a recollection that para-aminobenzoic 
acid is related to the sulfa drugs. I don’t remem- 
ber the exact relationship. I strongly suspect that 
this woman is sensitive to para-aminobenzoic acid, 
and the history that these ulcers came after using 
that drug points, in my opinion, to a drug eruption. 


ANITA GELBER, Mẹ I think this is some 
manifestation of a drug intolerance. If I remember 
correctly, the mouth lesions are of two weeks’ 
duration. Previously, and during the appearance of 
the mouth lesions, she has taken various drugs, 
such as Pabalate and antibiotics. 


WILLIAM B. Reep, M.D.: The use of antibiotics 
topically in the mouth should be stopped, because 
of the increased growth of Candida. So far, there 
have been negative cultures of the mouth, but 
new cultures should be taken. 


Harotp C. E1tsHMAN, M.D.: I have seen only 
two cases that I felt actually were periadenitis 
mucosa necrotica. Clinically, this didn’t look lke 
it. The ones I saw had small, very deep ulcerations 
that recurred for months, and were awfully hard 
to clear. These are big plaques. I’d call this Ery- 
thema Multiforme Bullosum—not the Stevens- 
Johnson type with systemic sickness, but the same 
type of mechanism. I would treat this as a drug 
reaction, with antihistamines and a local astringent 
mouth wash. Most of these heal in a week or ten 
days. 

Harotp Price, M.D.: The action of the sulfona- 
mides is supposed to be an effect upon bacteria 
in which the bacteria are unable to differentiate 
between para-aminobenzoic acid, needed for bac- 
terial metabolism, and the sulfonamides. If sulfona- 
mide is presented, bacteria grab the sulfonamide, 
which is structurally and chemically similar to 
para-aminobenzoic acid. An individual sensitive to 
sulfonamide and para-aminobenzoic acid may also 
be sensitive to procaine and procaine derivativesy 
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This patient was also taking Dexamyl, which con- 
tains barbiturate, and, certainly, this could be a 
barbiturate eruption, if she was taking this before 
the ulcers appeared. I think the way to handle 
this is to take her off all medication for a couple 
of weeks. If it is a drug eruption, I am sure the 
eruption will clear. The other disease that one has 
to consider seriously is pemphigus. 


Lronarp E. Savitt, M.D.: In regard to a mouth 
wash, I prefer a simple remedy consisting of one- 
half teaspoonful of baking powder and table salt 
in a glass of cold water. It works well and is 
inexpensive. 

QUESTION FROM THE FLOOR: You mean baking 
soda ? 

Lronarp E. Savitt, M.D.: I prefer baking 
powder to baking soda—half a teaspoon of each. 


Harotp Price, M.D.: What’s the difference? 

Lreonarp E. Savitt, M.D.: Baking powder is 
sodium aluminum sulfate, calcium sulfate, calcium, 
and phosphate, plus soda. Baking soda is sodium 
bicarbonate. 


Joun B. Watson, M.D.: Oral erosions similar 
to those exhibited by this patient are occasionally 
seen as a complication to aminopterin therapy of 
psoriasis. When the patigngsiscontinues taking the 
drug, the erosions spontaneously disappear in one 
or two weeks. 


Murray C. ZIMMERMAN, M.D.: It is interest- 
ing that Doctor Watson should bring that up, 
because para-aminobenzoic acid is a constituent of 
the folic acid molecule. Sulfas compete to go into 
a false folic acid molecule. Use of aminopterin, 
a folic-acid antagonist, again spoils folic acid 
utilization. 

I would be a little worried about one thing, if 
I had to worry about drug allergies in this pa- 
tient, and that would be the use of antihistamines, 
as suggested. All of those derive from three com- 
pounds, and each of these has an NH-2 off a 
straight chain of hydrocarbons. If sensitivity were 
to the amino group, cross sensitivity might extend 
to the antihistamines, although I have never seen 
that happen. 


Harotp C. FisHMAN, M.D.: Have you ever 


seen that occur? 

Vincent P. Bursy, M.D.: I think I have seen 
an eruption that was due to antihistamine. 

Murray C. ZIMMERMAN, M.D.: No. 

RaLpH B. Coomser, M.D.: Two physicians and 
the patient’s dentist had been treating this patient 
for a period of two weeks with no observable 
improvement. 

Inasmuch as we saw the patient only this morn- 
ing, we did not have an opportunity to do a 
biopsy. 

In the differential diagnosis, we considered the 
above diagnosis along with pemphigus and ery- 
r” thema multiforme. The pain and swelling of the 


joints would be in favor of the latter diagnosis. 
The disorder cleared within a period of a few 
weeks, having been confined only to these two 
areas. | 

We shall proceed with further studies, which 
will include a biopsy from the border of one of 
the ulcers. 


Acanthosis Nigricans Following Prolonged Use 
of Stilbesterol. Presented by HERBERT A. FISH- 
BEIN, M.D. 


History: This 19-year-old youth experienced an 
eruption, beginning in the spring of 1958. At the 
same time, he experienced an enlargement of his 
breasts. The eruption seemed to appear “all at 
once,” and has remained stationary since. It is 
asymptomatic. 

Apart from past hay fever and asthma, his.. 
health has been. good. Two years ago, he received 
x-ray and ultra-violet therapy for facial acne. At 
that time stilbesterol, 1 mg. daily, and vitamin A, 
50,000 units daily, were prescribed for him. He 
has been taking this to date (November, 1957, to 
March, 1959), although he has long since left the 
supervision of the dermatologist. 

Physical Examination: There is marked bilateral 
gynecomastia. The lesion has a verrucoid, black, 
velvety appearance, confined to both areolae, which 
are involved completely. It consists of a conglom- 
eration of individual, soft, oily, pedunculated black 
papules. A few of these are also present in the 
umbilicus. Pale brown pigmentation stains both 
shoulder areas and, more faintly, the anterior 
axillary folds. 

Histopathology: The epidermis is thrown up in 
papillary folds. There is marked hyperkeratosis of 
a verrucoid type. Pigmentation is confined to the 
basal cells. The dermis is normal. 


Laboratory studies: None, patient seen only once. 
Treatment: Cessation of oral medication. 


Discussion 


Donap J. Greco, M.D.: This 19-year-old youth 
has had severe gynecomastia, and a pigmented 
eruption around the navel and on both areolae, 
since May 1958. The remainder of physical ex- 
amination showed no significant abnormality. The 
use of stilbesterol and vitamin A was discontinued 
on March 10, 1959. In the ensuing two weeks, 
gynecomastia involuted about 35%. At the present 
time, the patient has no signs or symptoms of 
any carcinoma. Therefore, a diagnosis of malig- 
nant acanthosis nigricans cannot be made. Accord- 
ing to Hellen Ollendorf Curth, pseudoacanthosis 
nigricans usually occurs in obese individuals, and 
in body folds. When these patients lose weight, 
the eruption subsides. Many authors feel that 
Gougerot’s cutaneous papillomatosis is the same 
entity. Pseudoacanthosis nigricans was ruled out, 
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in this case, because obesity was not present. The 
very interesting and unique feature in this patient 
was that he was given stilbesterol. Stilbesterol or 
estrogens can produce hyperpigmentation, but I do 
not know of any case where stilbesterol in itself 
has produced verrucous lesions. Therefore, there 
may be some systemic activating factor along with 
stilbesterol. I believe the prognosis in this case 
is good, although an adenocarcinoma might develop 
in the future. 

Harotp C. FisHMAN, M.D.: I wanted to ask 
Doctor Hirsch if he felt that that was a represent- 
ative slide. It certainly didn’t seem so to me. 

PauL Hirscu, M.D.: Microscopically, the speci- 
mens of skin revealed hyperkeratosis, acanthosis, 
and hyperpigmentation of the basal layer. The 
lesions are consistent with a benign epithelial pro- 
liferation (benign keratosis, or epithelial nevus). 
One wonders the role, if any, the estrogenic hor- 
mones contributed to this epithelial proliferation. 

Harod C. FIsHMAN, M.D.: This almost looked 
like keratosis seborrhoeica. 

CORTLAND Myers, M.D.: May I suggest that 
a second biopsy also be taken from the base of 
the patient’s neck. I felt there were some changes 
there consistent with acanthosis nigricans. 


A. M. A. ARCHIVES OF DERMATOLOGY 


Hersert A. FisHpetn, M.D.: This patient does 
not present vaguely verrucous pigmentation re- 
sulting from friction, as seen in obese individuals 
with pseudoacanthosis nigricans. Frank papillary 
pigmented lesions are present in the well-recessed 
and protected umbilical area. 

The picture of the pigmentary lesion, coupled 
with gynecomastia, immediately suggested a search 
for an endogenous source for hyperestrogenism, 
such as an adrenal cortical or pituitary tumor. 
However, pursuit of a hunch provided by his 
history of treated acne disclosed one of the “vita- 
mins” he presumed he was taking to be an adequate 
explanation for his hyperestrogenism. A thirty 
per cent reduction of his gynecomastia is estimated 
after about a two-week interruption in stilbesterol 
intake. No visible changes has taken place in the 
pigmentary lesion to date. 

Porokeratosis. Presented by Harotp Pricer, M.D. 


Linear Pigmentary Disturbance: Cafe au Lait Spots. Pre- 
sented by WiLt1AM REED, M.D. 


Multicentric Basal Cell Epitheliomata? Due to Prenatal 
Exposure to Arsenic. Presented by KURT LINDSTROM, 
M.D. 

Morphea? Presented by Harotp Price, M.D. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 


Herbert J. Spoor, M.D., Chairman 
John H. Meyers, M.D., Secretary 


Feb. 19, 1959 


Case for Discoid Lupus Erythematosus? 


Presented by HERBERT 


Diagnosis: 
Candida Albicans Granuloma? 
J. Spoor, M.D. 


Submitted for publication April 30, 1959. 


NEW ENGLAND DERMATOLOGICAL SOCIETY 


Joseph Goodman, M.D., President 
William R. Hill, M.D., Secretary 


Feb. 18, 1959 


Multiple Sclerosis. Hyperkeratosis of Palms 
and Soles. Multiple Multicentric Superficial 
Basal-Cell Epitheliomas, Secondary to In- 
gestion of Arsenic. Presented by Dr. Jann S. 
STRAUSS. 


A white man, aged 43, has had a generalized 
dermatosis of 10 years’ duration. He also has 
multiple sclerosis. About 10 years ago he noted 
warty growths on the palms and soles. Three years 


Submitted for publication July 17, 1959. 
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Pre- 


Case for Diagnosis: Parapsoriasis? Pityriasis Rosea? 
sented by Rovat M. Montcomery, M.D. 


ago he noticed lesions on the shoulders and scalp, 
which, on biopsy, proved to be multicentric super- 


ficial basal-cell epitheliomas. Biopsy of a plantar 


lesion revealed hyperkeratosis, and that of a palmar 
growth demonstrated hyperkeratosis with features 
suggesting premalignancy. All biopsied lesions were 
treated by electrodesiccation in December, 1957. 


During the past year two new lesions developed 
on the back and right temporal area. These were 
basal-cell tumors, and were similarly treated. 


SOCIETY TRANSACTIONS 


There is no history of ingestion of arsenic, by 
name. However, the patient admits to a lifelong 
habit of picking and eating apples directly from 
sprayed orchards. 

The Hinton reaction of the blood was negative. 


Multiple Basal-Cell Epitheliomas. Seborrheic 
Keratoses. Presented by Dr. Witt1Am J. MAc- 
DONALD. 


A white man, aged 55, has had widespread 
lesions for several years. In 1953 a clinical diag- 
nosis of basal-cell epithelioma was made on lesions 
situated on the upper third of the right forearm, 
and on the left infraorbital region. There were 
also multiple seborrheic keratoses on the back. All 
lesions were treated by electrodesiccation, and the 
epitheliomas also received radium therapy. In June, 
1957, a basal-cell epithelioma of the left ear was 
electrodesiccated; basal-cell lesions on the right 
side of the nose, right shoulder, and right leg 
were similarly treated in May, 1958. In September 
of that year, a basal-cell epithelioma of the right 
side of the forehead was excised surgically, and 
in November, two additional lesions of the left 
ear received radium treatment. The results were 
satisfactory, and there was no sign of recurrence 
in any treated lesions. Rieəsies were performed in 
each instance, and all showed basal-cell epithelioma. 
On February 12, 1959, a biopsy from the right 
cheek showed acute and chronic inflammation. 


Multiple Arsenical Keratoses with Malignant 
Degeneration. Presented by Dr. HERBERT 
MESCON. 


A housewife, aged 70, has had a dermatosis of 
the trunk, neck, and palms for the past 20 years 
or more. The appearance of hard, well-delineated, 
slightly pruritic lesions was first noted on the 
trunk some 20 years ago. The patient has had many 
types of treatment, including x-rays and electro- 
cautery, which resulted in disappearance of some 
of the lesions but recurrence of others, either in 
the same location or in close vicinity. No new 
lesions have appeared over the past 7 years, but 
those present have increased in size to some ex- 
tent. 

The patient has also noted multiple “warts” on 
her palms and soles since the age of 25, with a 
definite decrease in their number over the past 
few decades. She took a liquid medication con- 
taining arsenic for “anemia” in her early 20's, for 
one year. There has been no known ingestion of 
arsenic since. 

There are well-outlined, hyperkeratotic, non- 
ulcerative, nonindurated lesions on a slightly ery- 
thematous base, varying in size from 1X1 cm. to 
31.5 cm. in diameter, on the anterior and pos- 
terior aspects of the trunk and neck. Slightly 
atrophic, hyperpigmented, flat scars are seen in 
r addition, said to be the result of previous treat- 


ment. There are also many small, hyperkeratotic 
lesions on both palmar surfaces, without evidence 
of ulceration or erythema. On the soles of the 
feet, diffuse horny plates are present. 

The Hinton reaction of the blood was negative. 
All lesions on the trunk and neck were biopsied, 
and the majority showed a picture consistent with 
senile or arsenical keratoses. Two lesions were 
reported as basal-cell epithelioma. One was con- 
sistent with intraepithelial carcinoma. Two biopsies 
of palmar lesions showed no evidence of malig- 
nancy. 

All lesions on the neck and trunk were treated 
by thorough electrocoagulation and curettage, using 
bipolar current, with the establishment of a safety 
margin of 5 mm. aroundweach. individual- lesion. 
The lesions on the palms were not treated. 


Discussion 


Dr. Hersert Mescon: Most books and most 
people questioned do not disagree with the concept 
that keratosis and squamous cell carcinoma may 
be initiated by arsenic. Is it the feeling of the 
group that basal-cell epithelioma is also precipi- 
tated by arsenic? 

Dr. Josera GoopMAN: I would say that in 
almost every instance one finds basal-cell carci- 
nomas. 


Dr. NevittE KirscH: Has arsenic ever been 
demonstrated histochemically in these keratoses? 
And is a course of BAL ever indicated in cases of 
multiple arsenical keratoses ? 


Dr. Herspert Mescon: There has been one 
paper, by Dr. Schmidt from Pittsburgh, published 
about 15 years ago; he used a histochemical method 
of demonstrating arsenic in tissues, and said he 
saw increased amounts in these areas. We just 
reviewed the article, not the sections, and looking 
at the pictures I was unable to see what was 
described in the text. However, this is a hard 
way to review someone’s work. On the other hand, 
we have sent biopsies of the normal skin and the 
keratotic skin to the State Police Laboratory, 
where they found no difference in the arsenic 
content by spectrometric examination, which is 
probably the most exact method. 


There is one other consideration, With x-ray 
therapy, or even sunlight, many of the changes 
are felt to take place at the time the dose or 
doses are given, although they may not become 
manifest until many years later—even with no 
more “exposure. Arsenic perhaps acts in the same 
way. In other words, no one has demonstrated 
conclusively an increased amount of arsenic in 
the later lesions. 


Dr. Harry BELLACH: Sommers and McManus 
reported (Sommers, S. C., and McManus, R. G.: 
Cancer 6:347-359, 1953) multiple cancers of the 
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skin and internal organs as a result of arsenic 
ingestion. These carcinomas are not limited to the 
skin, but may also involve lung, bladder, bone, 
etc. A few years ago I had a patient with super- 
ficial epitheliomatosis of the skin of the coccygeal 
area; he also had a cancer of the lung, from which 
he subsequently died. 

Dr. BERNARD APPEL: Earl Osborne reported a 
histochemical test for arsenic, in the 1920's. It 
consisted of adding, to the skin section, a solution 
of a soluble sulfide, and this allegedly precipitated 
black arsenical sulfide granules in the material. 

Apropos of the seriousness of the condition, I 
have had experience with two elderly men who 
had malignant squamous cell lesions on the soles 
and palms, both from prolonged use of Fowler’s 
solution. Both died of metastases, probably from 
the palmar and plantar lesions. Patients who de- 
velop arsenical keratoses should not be regarded 
with complacency. There are very serious prog- 
nostic possibilities. 

Dr. Watter C. Lopitz Jr.: Dr. Catinella, Dr. 
Walter Green, and I repeated Dr. Osborne’s tech- 
niques while we were in Rochester, Minnesota, 
and also did microincineration and quantitative 
determinations for arsenic, not only on the epi- 
theliomas and keratoses, but also on the normal 
skin adjacent to and also distal from these lesions. 
We were never able to demonstrate any arsenic 
by any of these methods in any of the tissues. 


Dr. HERBERT Mescon: I would like to insert 
a word of caution in using routine laboratory 
arsenic determinations, insofar as diagnosis or 
treatment is concerned. We had a patient who had 
been on large doses of Belarsin, which, as you 
know, is an organic arsenical which has had wide- 
spread use in the Near East, and is taken by 
certain people in this country for skin diseases. 
She had been on this therapy for two years. We 
did arsenic determinations of her urine before giv- 
ing her BAL, and then while she was taking it, 
hoping that we would see a rise in urinary arsenic 
excretion. We planned to continue the BAL until 
the rise was no longer present. We received reports 
of high arsenic values on the patient’s normal 
skin and abnormal skin and on her urine, before 
and during therapy. We then took a healthy resi- 
dent’s urine, and the levels were again reported 
as quite high. This was repeated in the case of 
another control. We interpreted all the rtports 
as unreliable. Unless a laboratory is capable of 
doing these determinations accurately, such as most 
police laboratories (which are ordinarily over- 
loaded with work), you must interpret the re- 
sults with caution. A control specimen should be 
included for comparison. 
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A, M. A. ARCHIVES OF DERMATOLOGY 


Ochronosis and Ochronotic Arthritis. Presented 
by Dr. Jonn S. Strauss. 


A woman, aged 69, is presented from Lemuel 
Shattuck Hospital with a bluish discoloration of 
the ears and sclerae of 5 years’ duration. Ap- 
proximately 30 years ago the patient developed 
arthritis of the right shoulder, right hip, and back. 
This was mild, intermittent, and in no way in- 
capacitating. Ten years ago arthritis of the spine 
worsened. In 1954 she was told at the Pratt 
Diagnostic Clinic that she had “blue spots” in her 
eyes. Subsequent admission to Boston City Hos- 
pital established a diagnosis of alkaptonuria with 
achronosis and ochronotic arthritis. 

There is a grayish-blue discoloration of the skin 
overlying the cartilage of both ears. No change is 
noted on the nose. The eyes show bilateral arcus 
senilis. There is a slight bluish tinge of the sclerae, 
with two brownish-gray, irregular deposits measur- 
ing 0.5 by 0.7 cm. No similar abnormal change 
is seen elsewhere on the skin. 

The hemoglobin was 11.5 gm. per 100 cc. 
hematocrit 39, and white blood cells 8700, with a 
normal differential count. The fasting blood sugar 
was 88. Urine: reaction 5.0; on alkalinization, the 
urine turned brownish-black in approximately one 
hour. There was a false-positive reaction for glu- 
cose. Roentgenograms showed calcification of in- 
tervertebral discs. 

Bilateral arthroplasty of the hips was performed 
in 1956. 


Discussion 


Dr. ALFRED S. Lanes: The urine was acid. 

Dr. Hersert Mescon: When it was alkalinized, 
the change apparently took place quite rapidly. 
The ear drums also have blackish coloration—the 
first time I have seen involvement in this location. 
Her external ears have more of a purplish hue 
than when I first saw her about a year ago. 

Dr. Howarp S. YAFFEE: I reported a case with 
Dr. Bluefarb which was presented at the Chicago 
Dermatological Society. This material can be de- 
posited throughout the entire system. These people 
may get degenerative changes in their vascular 
system, joints, cartilage, etc. The pigment may be 
found widely distributed in connective tissues. 


Dr. James F. Patterson (by invitation): In 
1954, I think, we first established the diagnosis at 
the Pratt Diagnostic Hospital. We were then 
interested in the metabolic aspect, since Dr. Eu- 
gene Knox, who has done a lot of work on 
phenylketonuric oligophrenia, was there. The pa- 
tient had rather extensive studies then. The defect 
here seems to be lack of an enzyme which takes 
homogentisic acid further on its metabolic path- 
way, so that it accumulates, and then polymerizes 
to form the pigment. The metabolic defect has 
gone on since she was born, but only after many -° 
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years does enough pigment accumulate to give this 
severe arthritis. The pigmentation on each side of 
the pupil in the conjunctivas is quite typical of the 
cases reported. 

Dr. S. MoscHELLA (by invitation) : About a 
year ago, an elderly woman was referred to the 
eye service for consultation because of pigmented 
scleral lesions. When she described dark brown 
urine, the possibility of malignant melanoma with 
melanuria was suggested. On further investigation, 
it was noted that she had grayish discoloration of 
visible cartilage and a deforming spinal arthritis. 

Dark pigment is found not only in alkaptonuria, 
but also in melanosis and conditions with excessive 
breakdown of hemoglobin. Alkalinizing or heating 
the urine hastens the color change from brown 
to black in alkaptonuria. The urine will reduce 
Benedict’s or Fehling’s solution, and can cause a 
mistaken diagnosis of diabetes mellitus. Since the 
responsible substance, homogentisic acid, is an 
aromatic acid rather than a sugar, it will not be 
fermented by yeast or rotate polarized light. The 
presence of homogentisic acid can be demonstrated 
provisionally in the urine by formation of a yellow 
precipitate with Millon’s reagent, and by the 
transitory bluish-green *cdlor with the addition of 
a dilute solution of ferric chloride to the urine. 
However, definitive identification of the substance 
can be made with paper chromatography and by 
isolating the compound from the urine. 

Dr. HASKELL RosENBAUM: The test for alkap- 
tonuria shown here is very easy to do; you alka- 
linize the urine, let it stand overnight, and it turns 
black in a positive test. There is another interesting 
test for the same condition. If you alkalinize this 
urine and streak it on x-ray film, the homogentisic 
acid acts as a reducing agent, reducing the silver 
bromide to metallic silver, and when you fix the 
film you get nice white streaks. I don’t offer this 
as an alternate test, but as another interesting test 
that can be done in this condition. 


NEW YORK ACADEMY OF MEDICINE, SECTION 


Jack Wolf, M.D., Chairman 
Nathan Sobel, M.D., Secretary 


Feb. 3, 1959 


Diagnosis: Herpes Zoster Thoracalis VI Dextr., 
Occurring in a Patient with Morbus Paget 
and Adenocarcinoma of the Right Breast. 
Presented by Dr. Leo SCHWEICH. 


The patient: a white woman, 71 years of age. 
Duration; (a) 2 weeks, (b) 2 years (at time of 
first examination) ; location; right side of chest. 


Submitted for publication May 4, 1959. 
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Dr. Hersert Mescon: Doesn’t melanine oxidize 
or reduce silver? Does that happen on the x-ray 
film? 

Dr. HASKELL RosENBAUM: I don’t think so, but 
I know it happens here. 

Dr. S. MoscHELLA (by invitation): This is one 
way of telling it from melanine. 

Dr. James F. PATTERSON (by invitation) : This 
patient had been told she had diabetes, in the past, 
because of this finding. 

Lupus Erythematosus—Discoid (Disseminate ?). Presented 
by Dr. HERBERT MEscon. 

Chronic Lymphedema of Face, Secondary to Repeated 
Attacks of Erysipelas. Gout. Presented by Dr. HER- 
BERT MESCON. 

Erythema Multiforme Bullosum. Presented by Dr. JOHN 
S. STRAUSS. 

Lymphema. Presented by Dr. BENCEL L. ScuirFr and Dr. 
Jonn S. STRAUSS. 

Plasmablastoma. Presented by Dr. Joun S. STRAUSS. 

Ulcerative Colitis, with Vasculitis Demonstrable in Skin. 
Presented by Dr. HERBERT MEscon. 


Metastatic Adenocarcinoma of Thyroid Gland, Presenting — 


as Subcutaneous Mass. Presented by Dr. Joun S. 
STRAUSS. 

Dermatitis Herpetiformis. Tabes Dorsalis. Presented by 
Dr. HERBERT MESCON. 

Nonspecifie Dermatitis, Associated with Hodgkin’s Disease. 
Presented by Dr. Joun S. STRAUSS. 

Dermatitis Herpetiformis. Presented by Dr. JOHN S. 
STRAUSS. 

Senile Elastosis. Hamartoma of Sweat Apparatus. Pre- 
sented by Dr. HERBERT MESCON. 

Necrobiosis Lipoidica Diabeticorum. Presented by Dr. 
HERBERT MESCON. 

Kaposi’s Sarcoma. Presented by Dr. WILLIAM J. Mac- 
DONALD. 

Neurofibromatosis. Presented by Dr. Jonn S. STRAUSS. 

(?) Neerobiosis Lipoidica Diabeticorum of Abdomen, 
Thighs and Back. Presented by Dr. Jonn S. STRAUSS. 

Pyoderma Gangrenosum. Presented by Dr. Harriet D. 
JAMES. 

Pemphigus Vulgaris. Presented by Dr. Harriet D. 
JAMES. 

Neurofibromatosis, with Possible Nerve Root Involve- 
ment. Presented by Dr. JOHN S. STRAUSS. 

Erythema Elevatum Diutinum and Rheumatoid Nodules. 
Presented by Dr. HERBERT MESCON. 

A Case for Diagnosis (Lichen Planopilaris? Drug Reac- 
tion?). Presented by Dr. Howarp S. YArFE, Dr. 
Srpney J. ALLMAN, and Dr. Mitton HELMAN. 


ON DERMATOLOGY AND SYPHILOLOGY 


History: Inflammation and “rash” around the 
rigltt nipple, first noticed approximately two and 
one-half to three years ago, followed by the ap- 
pearance of a “growth” about one year ago. 
Painful skin eruption appeared two weeks prior 
to lst visit. 


Description: (a) An almost half-dollar-piece 
sized, sharply circumscribed, erythematous, scaly, 
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Tithe ill 


infiltrated patch involved the right nipple and con- 
tiguous areola. 

(b) In the lower and medial quadrant of the 
above lesion, there is an over-cherry-sized, moist, 
infiltrating, fungating tumor. The axillary glands 
were palpable. 


(c) A strictly unilateral, bandlike eruption is 
located on the right side of the chest (6th thoracic 
dermatome), extending from the posterior to the 
anterior midline. This eruption was extremely 
painful, and consisted of a number of grouped 
vesicles of various sizes on an erythematous and 
edematous base. Some of the vesicles contained a 
clear serum, while others appeared more purulent 
and hemorrhagic. The intervening skin was en- 
tirely normal. Histopathological diagnosis: Paget's 
disease, and adenocarcinoma of breast. 


All other laboratory tests were within normal 
limits. General examination, including chest x-ray 
and x-ray studies of the skeleton, was negative. 


Therapy: (a) The herpetic skin eruption re- 
sponded to the usual therapy. 
(b) Radical mastectomy, followed by radio- 


therapy. 
Discussion 


Dr. HELEN CurtH: This case follows the usual 
pattern, insofar as the tumor was well established 
when herpes zoster developed. In addition, this 
case illustrates that preceding x-ray therapy is not 
a necessary prerequisite for the development of 
herpes zoster in a patient suffering from malignant 
tumor. This point was debatable because in other 
instances of herpes zoster there was a history of 
x-ray therapy of the tumor. It is noteworthy that 
herpes zoster appeared in the same segment as 
the tumor, as has been seen in many other instances, 


Dr. CHartes Worf: This case brings up the 
point whether the carcinoma had anything to do 
with the herpes zoster. We know that the herpes 
zoster is a radiculitis. In cases where, as in lymph- 
oblastoma, particularly in Hodgkin’s, we find very 
frequently the association of herpes zoster, the 
impression is that there is involvement of the 
nerve cells, the ganglion cells, and in this par- 
ticular case I don’t think there is any relationship 
between the appearance of the herpes zoster and 
the x-ray that the patient had. These are two 
independent things or conditions, 

Dr. Jack Wo tr: Of the nerve cells, or possibly 
of the vertebra? Š 

Dr. CHARLES Wo LF: Possibly the ganglion cells. 

Dr. JAcK Wo tr: Or of the vertebra with sec- 
ondary involvement of the ganglion. So I think 
it is apropos to inquire as to whether or not this 
patient had x-ray to determine whether or not 
there was any involvement, if x-ray of the skeleton 
was negative. 
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A, M. A. ARCHIVES OF DERMATOLOGY 


Dr. Leo ScHwWeIcH: This case was presented 
as extremely interesting, inasmuch as it shows the 
simultaneous presence in the same dermatome of 
three conditions: namely, Morbus Paget of the 
right areola and nipple, adenocarcinoma of the 
right breast, and herpes zoster thoracalis VI dextr. 
X-ray examination of the skeleton did not reveal 
the presence of metastases in the vertebrae, and 
we consider the appearance of the herpes zoster 
a result of the infiltrative malignant process in- 
volving the same peripheral nerve, namely the 
anterior ramus of the lateral cutaneous branch of 
the 6th intercostal nerve. In addition, it should be 
emphasized that the herpetic eruption was not the 
result of a preceding therapeutic radiation, X-ray 
therapy was given postoperatively following radi- 
cal mastectomy, and was instituted only after the 
complete involution of the zosteriform eruption. 


Diagnosis: Parapsoriasis? Presented by DR. 
RAYMOND Havrila (by invitation), and Dr. 
JuLes E. Vanpow. 


Patient: male, 35 years, PR. 
Duration: 5 months—onset, September, 1958; 
location; folds and extremities. 


History: After eruption appeared, the patient 
was seen by a dermatologist, who made a diag- 
nosis of pityriasis rosea. The patient was told that 
his eruption would clear in 4-6 weeks. The erup- 
tion persisted, and the patient sought attention at 
the clinic. 


Description: Over-all examination reveals in 
some areas lesions resembling lichen planus, sebor- 
rhea, psoriasis, and tinea circinata, On the upper 
and lower extremities, gyrate, scaly, and psoriasi- 
form-like lesions with clearing centers predominate. 
Hyperpigmentation is also present. The torso is 
clear. 


Laboratory: STS: Jan. 18, 
CBC, within normal limits. 


Biopsy Jan. 27, 1959, taken from active border 
of lesion. 


1959, negative; 


The epidermis shows slight acanthosis, with 
elongation of the rete ridges. Some of the elongated 


rete ridges coalesce with the neighboring ones. 


The epithelial cells throughout are regular and 
uniform, and show normal polarity and normal 
maturity. There is a thin layer of keratohyaline 
material on the surface. In the underlying dermis, 
there is moderately heavy inflammatory infiltrate, 
consisting mostly of lymphocytes, with occasional 
plasma cells. The inflammatory infiltrate is mostly 
marked around the blood vessels. In one area in 
the dermis there are a few focal cells consisting 
of lymphocytes. No true microabscess is seen. This 
chronic dermatitis picture is consistent with para- 
psoriasis. 

Diagnosis: parapsoriasis. Treatment: topical 
steroid containing lotions in emulsion base, Chlor- 


. 
. 
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trimeton, and Sterosan topically; no marked im- 
provement. 


Discussion 


Dr. ArtHUR B. Hyman: First of all, I would 
like to know which kind of parapsoriasis the 
presenters are suggesting as a diagnosis, because 
parapsoriasis without further qualification means 
very little in dermatology. Secondly, it would 
seem to me that clinically, with the circinate 
arrangement of lesions, apart from the many scat- 
tered lesions, the diagnosis most likely is granu- 
loma annulare. The histologic picture here is one 
that has no significance in relation to diagnosis, 
because the sections were cut in a peculiar way. 
I think if sections were cut under optimal con- 
ditions, the pathology of granuloma annulare would 
be found. 

Dr. Max Wotr: Clinically the lesions corre- 
spond to the picture of erythema annulare centri- 
fugum (Darier), or erythema multiforme. Nearly 
all of the lesions present a clear center, and show 
a round or circinate erythematous raised peripheral 
rim. 

Dr. Jonn W. DoucHerty: Was examination 
done? 

Dr. Jutes E. VANpow: The scraping was nega- 
tive for fungi. This was done just a week ago. 
The culture reveals no growth as yet. 


Dr. Davin Broom: I agree with Dr. Wolf that 
we are dealing with a case of toxic eruption of 
“erythema multiforme” type. 


Dr. Jutes E. VANpdow: I am very grateful for 
the suggestions, especially the question of repeat- 
ing the biopsy, and waiting for the result of the 
culture. We will also perhaps repeat the scrapings. 
Perhaps the diagnosis ought to have been put down 
with a question mark, rather than the way it was 
placed on the chart. 


Dr. Jack Worf: Are you in a position to 
answer Dr. Hyman’s question as to what type of 
parapsoriasis you are presenting? 


Dr. VANDow: It was very questionable as a 
case of parapsoriasis. If any type was considered 
it was the en plaques variety. 


Chronic Lymphocytic Leukemia with Universal 
Leukemic Infiltration of Skin: Response to 
Chlorambucil. Presented by Dr. JoHN MEYERS. 
Location, universal; duration, 7 months. 
Patient: woman, 40 years old, white. 


History: In July, 1958, patient developed a 
generalized redness and itching of the skin. At 
first patient thought it was an ordinary sunburn, 
but when it persisted she sought medical advice. 
She was seen at several clinics, and apparently 
was studied from the allergic standpoint. The 
itching and discoloration of the skin became more 
and more intense, and, in October, 1958, the pa- 


tient was admitted to the Polyclinic Hospital for 
diagnosis and treatment. On the basis of lymph 
node, skin, and bone marrow biopsies, a diagnosis 
of lymphocytic leukemia with leukemic infiltration 
of the skin was established. 

Examination: There are edema, thickening, and 
erythema of the entire integument. A generalized 
lymphadenopathy is present. Liver and spleen are 
not palpable. 

Laboratory: Biopsies: Skin—perivascular infil- 
tration of mononuclear cells, slightly larger than 
small lymphocytes. Cervical lymph node—malig- 
nant lymphoma, probably lymphatic leukemia. 
Bone marrow—many abnormal cells of the lympho- 
cyte series, some similar to plasma cells. 

Blood Count: Initial: WBC, 22,000 with 65% 
lymphocytes; Hgb, 13.0 grams; RBC, 3,800,000; 
Platelets, 270,000. 

Treatment and Subsequent Course: Chlorambucil 
[ p- (N,-N-di-2-Chloroethy] ) -aminophenylbutyric 
acid], 10 mg. daily by mouth, was administered 
starting on Nov. 12, 1958. Within a week, there 
was a decrease in the redness and itching of skin. 
This treatment was continued until Dec. 4, 1958. 
On Dec. 24, 1958, the WBC was 7,650; the lymph 
nodes had decreased in size, and the clinical re- 
mission was still evident. On Jan. 21, 1959, a 
recurrence of erythema and pruritus was noted, 
and the WBC had risen to 16,450 with 67% 
lymphocytes. Chlorambucil, 10 mg. daily, was re- 
started. On Jan. 28, 1959, improvement was again 
noted, and the dose of chlorambucil was reduced 
to 8 mg. daily. 


Discussion 


Dr. JacK Wo tr: Dr. Meyers, would you please 
say a few words to the group in regard to chloram- 
bucil ? 

Dr. JoHN Meyers: I don’t know how familiar 
the group is with the drug. I was not until re- 
cently, although the internists have been using it 
for the treatment of malignant lymphoma since 
1955. I am not aware of any reports in the derma- 
tological literature regarding chlorambucil. It is 
a nitrogen mustard derivative first synthesized and 
studied in England; in contrast with the original 
nitrogen mustard, chlorambucil does not have the 
marked depressive effect on the bone marrow, nor 
are there gastrointestinal side-effects of any se- 
verity. It also has the advantages of oral admin- 
istration, and treatment on an outpatient basis. 

Dr. Jack Worf: Just for that very reason, I 
asked you to say something in regard to the drug. 
I think the effectiveness of the drug is well borne 
out by the presentation tonight, the effect upon 
the blood count, and the response of the increase 
in the white count on cessation of the drug. We 
ought to be a little more familiar with this prep- 
aration, because it apparently is the best available 
one at this time. 
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Dr. Meyers: Chlorambucil is available on pre- 
scription. Burroughs-Wellcome markets it in this 
country under the trade name of Leukaran, This 
patient shows an ideal response to the drug. I 
believe the reports indicate, in cases of chronic 
lymphocytic leukemia, that one can expect some 
benefit in approximately 50% of the cases. So 
we are seeing a very good response tonight. 


Diagnosis: Parapsoriasis Guttata. Presented by 
Dr. Jutes E. VANDOW. 


Patient: white woman, age 22. 


Duration, 5 months; location, forearms, abdomen, 
back, and neck. 

History: Eruption, consisting of discrete, split- 
pea-sized macules, appeared over the flexor sur- 
faces of the forearms about 5 months ago. New 
lesions continued to appear from time to time. The 
trunk, mainly the abdomen and back, became 
markedly involved in November, 1958, and, early 
in January, 1959, the eruption spread to the neck. 
The lesions begin as light pink, slightly scaly, 
macules or papules. The older lesions have become 
darker, either light or dark brown. There is no 
subjective discomfort. Regression has not occurred ; 
the lesions persist once they have developed. 


Laboratory examinations: Blood STS: negative 
on Jan. 20, 1959. Biopsy from arm lesions: The 
superficial vessels are dilated and there is a mild 
focal and diffuse infiltrate. Some of the inflam- 
matory cells can be seen in the lower epidermis. 
The infiltrate is composed of small, round, and 
wandering connective tissue cells, and some pig- 
ment and chromatophores. The epidermis is thin, 
and in places the basal margin is washed out. There 
are a few small patches of parakeratosis. Special 
stain does not reveal increase in mast cells. Micro- 
scopic diagnosis: Parapsoriasis. 


Diagnosis, parapsoriasis guttata; treatment, none 
as yet. 


Discussion 


Dr. ALEXANDER A. FISHER: At first glance, one 
might think of an urticaria pigmentosum in this 
type of lesion; however, the lesions do not urticate, 
and are definitely scaly. The diagnosis as presented 
is acceptable. 


Dr. EpwArp H. Manpert: Mr. Chairman, I 
would like to suggest, if this patient does not 
respond to therapy, that aristocort be tried. I have 
had some favorable response with aristocort in 
parapsoriasis en plaque. ; 


Dr. Jutes E. VANpow: Dr. Fisher’s suggestion 
of urticaria pigmentosum was also considered when 
this patient was first seen, and a request was made 
for special stains, which were negative as far as 
mast cells were concerned. I know of the use of 
the corticosteroids in parapsoriasis varioliformis 
with very effective results, but I have not had 
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any knowledge of its use in the guttate type, which 
this case is. I would be very glad to try it. 


Case for Diagnosis: (1) Basal Cell Epitheli- 
oma, (2) Lupus Erythematosus (Chronic 
Discoid). Presented by Dr. Leo SCHWEICH. 


Patient: woman, white, 50 years of age. Loca- 
tion: face. Description: There is an irregularly 
defined, infiltrated discoid plaque, 1:2 cm. in di- 
ameter, located on the left side of the nose. The 
central portion of this plaque is depressed, and 
less erythematous than the border; it is covered 
with firmly adherent scales of a grayish color; 
patulous follicular orifices can be seen, There is 
no ulceration. The border is elevated and infiltrated, 
and more erythematous than the center. 


Laboratory 
normal limits. 


examinations so far are within 


Discussion 


Dr. Jack Wo tr: Will you please tell us some- 
thing about the operation, the signs? 


Dr. Leo ScHweIcH: In answer to the question 
by the Chairman regardimg an operation—possibly 
referring to a statement made by the patient—l 
should like to indicate that no operation was per- 
formed by us except for a biopsy done about a 
year ago. This patient has been presented without 
the usual detailed write-up in order to emphasize 
the difficulties in arriving at a purely clinical diag- 
nosis. On a routine examination the single plaque 
—located on the left side of the nose—could 
easily be taken for a basal-cell epithelioma. On 
close examination, however, it reveals most of the 
stigmata characteristic of discoid L.E.; it shows 
a slightly raised uniform border with a depressed 
center, which is covered with firmly adherent scales, 
and exhibits numerous dilated follicular orifices and 
some telangiectases. Contrarily there is no pearly 
border, no central ulceration, nor any other sign 
suggesting basal-cell epithelioma. In addition, the 
patient gives a history of having been treated for 
L.E. for the past 3-4 years, though very irregu- 
larly. The present recurrence was first noted about 
3 months ago. The original diagnosis was con- 
firmed histopathologically. 

Dr. Davin Broom : Clinically the lesion appears 
as basal-cell epithelioma. However, I have seen 
lesions of lupus erythematosus located near the 
lower lip which resembled clinically epithelioma, 
which diagnosis had to be excluded by biopsy. 

Dr. HELEN CurtH: This patient told me that 
in 1940 she underwent an operation at the Eye, 
Ear, Nose, and Throat Hospital, for a process 
which interfered with the vision of the left eye. 
I believe that the presenter should find out what 
actually happened, and if a process, which may 
have been quiescent for many years, may have 
recurred. On close observation one detects that 
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the process is located in the scar from a previous 
operation. 

Dr. Eucene T. BERNSTEIN : I think that trauma- 
tization is very often an eliciting cause for lupus 
erythematosus. That is not my idea, but by King 
Smith, described in 1926. He published 18 cases 
in which traumatization might be the eliciting cause 
for lupus erythematosus discoides. 

Dr. Jack Worr: It might be. W ould you want 
to change the “often,” then? 

Dr. BERNSTEIN: It might be. 

Dr. Jack Wotr: I would like to agree with the 
remarks made by Dr. Bloom. This type of lesion 
occurs infrequently, but certainly not rarely, in 
the region of the lips. The annular type of lupus 
erythematosus may suggest basal-cell epithelioma, 
but only superficially. When carefully examined, 
the differentiation may be readily made. 

Dr. Arruur B. Hyman: In the clinical dif- 
ferential diagnosis between basal-cell epithelioma 
and lupus erythematosus of this kind, I think it 
is worth bearing in mind that lupus erythematosus 
may have this worm-eaten appearance in the 
center, and a nodular border; whereas the basal 
cell epithelioma will have a nodular border, but 
is most unlikely to have the worm-eaten appearance 
in the center. Therefore, I think lupus erythe- 
matosus would be much more acceptable. 


Dr. Leo ScuweicH: I wish to thank the dis- 
cussers for their interesting remarks. I do not 
think that I can add any details of importance to 
my initial comments, except to state summarily 
that this patient was presented as having chronic 
discoid lupus erythematosus, simulating basal-cell 
epithelioma. We will repeat a biopsy, and report 
on the result at a latter meeting. 


Diagnosis: Urticaria Pigmentosa. Presented by 
Dr. JoHN MEYERS. 
Location, generalized; duration, 8 months. 
Patient: one-year-old, white, boy. 


History: At about four months of age, this child 
developed a generalized eruption, asymptomatic in 
nature. The mother states that the lesions appeared 
suddenly, and have not changed essentially since 
that time. Past history reveals that at the time 
of delivery the mother had varicella, and the pa- 
tient subsequently developed it at the age of nine 
days. 

Examination: a generalized eruption consisting 
of hypopigmented macules and papules. When the 
lesions are rubbed, erythema is noted, but no 
urtication. Remainder of physical examination is 
negative. 

Laboratory: Skeletal x-rays, negative; serology, 
negative. 

Biopsy from lesion on back: Epidermis shows 
no significant pathologic changes except for mild 
basal-cell layer hyperpigmentation. Sparse collec- 


- tions of thionine-positive mast cells are present in 


the corium. The cells show a predilection for the 
perivascular areas. The infiltrate is generally 
minimal; however, it is diagnostic of urticaria 
pigmentosa. 


Discussion 


Dr. ALEXANDER A. FISHER: These lesions lack 
pigment, and therefore can hardly be called urti- 
caria “pigmentosa.” In addition, the lesions fail to 
exhibit Darier’s sign of urtication on friction. 
Therefore, we have neither pigmentation nor 
urticaria. The small number of mast cells that are 
seen on the sections are probably not sufficient to 
establish a definite diagnosis of urticaria pigmen- 
tosa. 

I believe we are dealing with some type of 
macular atrophy, which succeeded the eruption 
which was said to have been varicella. 

Dr. Beatrice M. Kesten: I agree with the 
previous speaker. I would like to ask whether 
anyone here has seen abnormalities on x-ray in 
children with urticaria pigmentosa? In a study of 
six cases no bone lesions have been present. 

Dr. Cart T. Netson: I had occasion recently 
to look up that point. If I recall correctly, 3 out 
of 15 children reported had bone lesions of the 
solitary type. None had the generalized bone in- 
volvement found in about 20% of adults with 
urticaria pigmentosa. 

Dr. NATHAN Soset: I am told that at the Skin 
and Cancer Unit 25 patients had roentgenograms 
done. Two of these were found to have bone 
changes in one of the long bones. 

Dr. Joun Meyers: Dr. Kallman examined the 
slides in this case. 

Dr. S. KALLMAN: We did toluidine blue stains, 
and found that the only deviation from normal 
was a significant increase in the number of mast 
cells. There is no evidence of atrophy. Slight 
basal-cell layer hyperpigmentation is manifest 
histologically. We find occasional mast cells in 
normal tissue; however, the increased numbers 
present here substantiate the diagnosis of urticaria 
pigmentosa. 

Dr. Meyers may point out that the disease has 
been reported as a sequela to varicella and other 
exanthemata, such as measles, etc. 

Dr. NeLson: Dr. Fisher has summarized the 
matter very well. There is no urtication, no pig- 
mentation, and so few mast cells that the diagnosis 
must *be rather doubtful. 

Dr. CHARLES WotF: On the other hand, you 
are dealing with a very young person, and the 
possibility of developing into a typical case remains 
to be seen. So you cannot be dogmatic about it, 
and rule it out entirely. It is very suggestive, how- 
ever. 
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Dr. ARTHUR B. Hyman: I would like to ask 
Dr. Kallman how many mast cells per high power 
field did he see? 

Dr. KALLMAN: The count was 6 to 8 mast cells 
per high power field (X 800), which is a signifi- 
cant increase. 

Dr. Hyman: In the infantile varieties, one 
would expect a much larger number. 

Dr. Davin Bioom: I would like to ask whether 
any cases of urticaria have been seen resulting 
without any pigmentation. 

Dr. Jack Worf: Or with such atrophic lesions 
clinically ? 

Dr. BLoom: Without pigmentation, anyhow. 

Dr. Jack Wo tr: In other words, can we, if 
I may rephrase what you have asked, can we 
have a patient with urticaria pigmentosa without 
the clinical picture of the urticaria pigmentosa, 
but with the clinical picture of macular atrophy ? 

Dr. Maser G. SILverBerc: Do you have urticaria 
pigmentosa without pigmentation? 

Dr. BLoom: Without any pigmentation? 

Dr. SILVERBERG: You get individual lesions with- 
out visible pigmentation. So I should imagine you 
could multiply that possibility into cases without 
pigmentation. 


Dr. Jack Wo tr: How do you make the diag- 
nosis if you have nothing to go by? 
Dr. CHARLES Worr: Just wait. 


Dr. JAcK WotF: I think the problem has been 
more or less clarified by ample discussion. 


Dr. KALLMAN: Regarding the number of mast 
cells normally present in the skin: Based on the 
careful study of several thousand controlled tolui- 
dine blue stained skin biopsies, I cannot accept the 
Statement that 6-8 mast cells per high power field 
represents a normal number. I would regard any 
count above 1-2 per high power field as significant. 


Dr. Jonn Meyers: Everything that has been 
said echoes the clinical thoughts that went through 
our minds. Actually, until the time of the biopsy, 
I thought this was a case of macular atrophy. An 
elastic tissue stain, however, was normal. It was 
on the histological finding of increased numbers 
of mast cells that the diagnosis was made. The 
concept of mastocytosis was well presented recently 
by W. Nickel (Urticaria Pigmentosa; Mastocyto- 
sis, A.M.A. Arco. DEeRMAT. 76, 476, 1957.) This 
would not be the first case of urticaria pigmentosa 
showing neither urtication nor pigmentation, 

Dr. Jack Wo tr: I hope all this is very clear 
to the clinicians. . 


One Year Follow-up of a Case: Chromoblasto- 
mycosis Treated with Amphotericin B. Pre- 
sented by Dr. Maurice J. COSTELLO and Dr. 
CHARLES P. DEFeo. 

History: A Negro man, aged 57 years, was 
found to have pulmonary pathology on a pre- 
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employment roentgenogram of his chest. At that 
time, it was noted that he had a palm-sized 
granulomatous lesion on the right ankle, which 
began eight years ago, when he struck this area 
with a piece of wood while felling a small tree. 
This lesion had a raised border, a central ulcerated 
area surrounded by other smaller lesions, and 
macular hyperpigmentation. No similar lesions were 
detected on the body. He had a history of contact 
with tuberculosis in his youth. He has bilateral 
corneal opacities which prevent him from reading 
ordinary print. The loss of vision is greater in 
the right eye, and is probably an old interstitial 
conjunctivitis of congenital syphilis. 

Laboratory Data: C.B.C. normal; Blood calcium 
10.8; E.S.R., 87 mm./1 hour; Urea nitrogen 11.3 
mg. %; Glucose, 103 mg. %, and Hematocrit 
43.3. Total Protein is 6.6 gm.; Albumin, 2.8 gm., 
and Globulin, 3.9 gm. 

Sputum examination and culture (3X) nega- 
tive for acid-fast bacilli; Liver biopsy, normal. 

Chest x-ray: Pulmonary fields showed bilateral 
hilar adenopathy and mottled infiltration for both 
lung fields, more severe in the upper lobes, without 
cavitation. There was no evidence of pleural in- 
volvement. 

Conclusion: Pulmonary sarcoidosis most likely ; 
pneumoconiosis and carcinomatosis to be enter- 
tained. 

E.K.G., normal; Coccidioden, Blastomycin, His- 
toplasmin, negative; Tuberculin, negative 1:1000. 
Kweim Test: First ( September, 1957), negative; 
Second (Jan. 13, 1958), with Dr. C. Nelson’s 
antigen, now showing a small indurated papule on 
the right forearm, 

Serology: +1 (Mazzini). 

Biopsy obtained from the center of the largest 
nodule showed a granuloma with tubercules, 
studded with sclerotic bodies which appeared singly 


and in groups, which are diagnostic of chromo- 
blastomycosis. 


Culture: grossly, a grayish-black colony with 
heaped-up center. Microscopically, diagnostic of 
Hormodendrum or Phialophora. Slide culture for 


identification of the species showed Hormodendrum 
sporulation. 


Therapy: (1) roentgen treatment on October 11 
and 25, and November 11 and 21: 100 r, 100 kv., 


no filter; HVL 0.5 mm. of aluminum. No essential 
change. 


(2) Amphotericin B injected subcutaneously 
(dissolved in 2% procaine in water) : on Decem- 
ber 20, 1957, 3 cc.; December 27, 1957, 4 cc.: 
January 10, 1958, 5 cc., and on January 31, 1958, 
8 cc. Results: marked flattening of the lesion, Re- 
biopsy on December 10, 1958, showed tissue speci- 
men which was negative for fungi with special 
fungus strains. Fungi failed to grow when im- 
planted on appropriate agar. 
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Discussion 


Dr. NATHAN Sopet: I have seen this patient 
presented before, and I think that Dr. DeFeo 
stressed in the previous presentation that this was 
one of the first cases that had been treated by local 
injections of amphotericin B, whereas previously 
cases of this type in other institutions were treated 
merely by the intravenous method of using this 
drug, and were not getting such wonderful results 
as in this patient. 

Dr. CuHartes P. DeFeo: The reason for re-pre- 
senting this patient is to show a one-year follow- 
up. The initial post-therapy biopsy showed fungi 
still present in the tissue, with fungus stained. 
We delayed and deferred further treatment at that 
time, in the hope that these were nonviable fungi 
because they did not grow on culture, and the 
clinical appearance of this lesion became progres- 
sively flatter. A rebiopsy, roughly 11 months after 
therapy, shows that there were no fungi present 
in the tissue, either by special stains or on culture. 
We have since heard of approximately a half- 
dozen cases across the country that have been 
treated with the same method we used here, with 
amphotericin B dissolved in 2% procaine solution, 
so that a 5 mg/cc. of amphotericin B solution 
is infiltrated directly in the lesion or under the 
lesion. The results are not spectacular during the 
course of therapy, but we feel that this will give 
you a high enough tissue concentration of ampho- 
tericin B so that it will be fungistatic if not 
fungicidal, and we have every reason to think, 
because of the low concentrations of the ampho- 
tericin B obtainable via the intravenous route, that 
this will be the mode of choice in the future. 


Diagnoses: (1) Lupus Erythematosus with 
Chronic Discoid Lesions of the Face and 
Systemic Symptoms, (2) Lichen Planus of 
the Arms and Body. Presented by Dr. Ep- 
warp H. MANDEL. 

The patient is a Negro woman, aged 31. 


History: In 1951, the patient noticed spots on 
her ankles, followed in six months by the ap- 
pearance of lesions on the top of her left hand. 
Three to four months after this, lesions developed 
on her face. 


In 1954, her scalp hair started to shed spon- 
taneously; this was accompanied by marked pru- 
ritus, not only of the scalp, but also of the 
eyebrows, axillae, and suprapubic regions. Be- 
cause of this discomfort, the patient scratched the 
pruritic areas, and in so doing removed all of the 
hair in each region. Total hair loss occurred within 
one month. 


Therapy for lupus erythematosus of the scalp, 
face, and ears had been received at Johns Hopkins 
University; this consisted of lotion, and tablets 
once a day for three months. This treatment was 


unsuccessful, and, in fact, the lesions seemed to 
become worse. She was then treated at Harlem 
Hospital with pills once a day, and penicillin was 
administered. She did not notice any improvement. 
Since August, 1958, other tablets have also been 
taken, which were not only ineffective but also 
produced a pruritic eruption of the chest. Com- 
plete regrowth of her hair in all regions occurred 
one year ago. The left side of her scalp became 
tender three months ago, following the application 
of scalp medicine. The scalp started to ooze and 
became swollen. There was minimal pruritus of 
the eyebrows and axillae. The patient cut off all 
the hair of her scalp. In addition, the patient 
stated that she has had night fever, and pains in 
her hips, legs, knees, arms, and neck since the 
onset of the skin eruption. 

Physical Examination: loss of hair of the scalp, 
which is covered with erythema, exudate, and crust 
formation of the occipital region. There is cervical 
and axillary adenopathy. Many discrete plaques 
of hyperpigmentation, with follicular plugs and 
atrophy, are distributed over the face, nose, and 
ears. Flat, polygonal, hyperpigmented, violaceous 
papules are distributed over the volar aspects of 
the arms, chest, and back. Desquamation is present 
on the back. 

Laboratory findings, January 16, 1959: RBC, 
4,000,000; WBC, 3,850. Erythrocyte Sedimenta- 
tion Rate, 40 mm./hour; Urine Specific Gravity 
1020; Albumin, 1+; Glucose negative. 

Biopsy of lesion of right upper lip read by Dr. 
Kallman: “Discoid Lupus Erythematosus.” 

The L.E. preparation, and total protein with 
A/G ratio, have not been reported on as yet. The 
biopsy specimen of the left arm also has not been 
reported on as yet. 


Discussion 


Dr. CHARLES WotFr: May I ask what is the 
occupation of this patient? 

Dr. Jack WotF: Her occupation is not given 
here. 

Dr. CHARLES Wotr: Did she have anything to 
do with developing fluids? 

Dr. Epwarp H. MANDEL: No contact with CD-2. 


Dr. Jack Wo tr: Biopsy of the lesion on the 
right upper lip, diagnosed as discoid lupus ery- 
thematosus. 

Dr. CHARLES WotrFr: Another question comes 
to my mind, whether the lichen planus was typical 
histologically of lichen planus. In the “good old 
days” we might have thought of lichen scrofulosus. 

Dr. Jack Wotr: The biopsy has not been re- 
ported on. 

Dr. CHARLES WoLF: I am interested in the 
manifestations of the lichen planus in the case, 
which is very unusual. 
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Dr. MANpbeEL: Mr. Chairman, the biopsy report 
has not been received. There was no contact with 
developers. Dr. Wolf had reference to lichen- 
planus-like eruptions which have been seen recently 
due to CD-2 in color developers. While on the 
subject of CD-2, I should like to say that the 
color developers contain many other chemicals; 
however, it is the CD-2 which is the allergen. 


This patient has a 1+ albumin, a sedimentation 
rate of 93 mm. in the hour, and leukopenia. The 
lichen planus lesions are probably manifestations 
of a dermatitis medicamentosa, since they appeared 
after the ingestion of oral tablets. It has been 
reported in the literature (Kushniruk, W.: Sys- 
temic Involvement in Chronic Lupus Erythema- 
tosus, Canad. M.A.J., 76:184-193 (Feb. 1) 1957; 
and Reiches, A. J.: Lupus Erythematosus Syn- 
drome: Relationship of Discoid (Cutaneous) 
Lupus Erythematosus to Systemic (Disseminated) 
Lupus Erythematosus, Ann. Int. Med. 46 :678-684 
(April) 1957.) that many patients who have dis- 
coid lupus erythematosus, and, seemingly, only 
discoid lupus erythematosus, upon closer scrutiny 
have symptoms that are associated with subacute 
disseminated lupus erythematosus: joint pains, 
fever, malaise, and leukopenia. Predicated upon 
these facts, and on the cases presented this eve- 
ning, lupus erythematosus should be considered a 
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Two Cases for Diagnosis: Trichophytosis (T. 
Rubrum) Treated with Griseofulvin. Pre- 
sented by Grorce M. Lewis, M.D. 

The patient is a 25-year-old dentist who, for the 
past thirteen years, had noted scaly plaques of both 
palms and soles, and discoloration and friability of 
several nails. There had been no seasonal varia- 
tion. There was some pruritis and minimal sweating 
in these areas. Many varieties of local applications 
had been used with moderate success. 

Past history: Good general health; no allergies; 
no other skin disease. 

Physical examination: Both palms reveal well- 
defined plaques of erythema and fine scaling. The 
plantar aspects of both feet are affected by a 
diffuse, erythematous and scaly eruption. All* the 
nails of the right hand; the fifth fingernail of the 
left hand; the first, third, fourth, and fifth nails 
of the right foot, and the first, second, third, and 
fifth nails of the left foot revealed yellowish 
discoloration, opacity, and friability. 
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single disease entity, which may manifest itself 
with chronic discoid lesions alone, with systemic 
symptoms alone, with or without a positive L.E. 
‘cell preparation, or in combination with each other. 
Therefore, every case of discoid lupus erythema- 
tosus should be carefully evaluated for systemic 
symptoms and laboratory changes. These examina- 
tions should be repeated, for the systemic symptoms 
and laboratory changes may not be present at the 
time of the initial examination, but may appear 


at some later date. 

Diagnosis: Sub-Acute Lupus Erythematosus. 
Dr. EUGENE TRAUGOTT BERNSTEIN. 

Diagnosis: Lupus Erythematosus with Chronic Discoid 
Lesions and Systemic Presented by Dr. 
Epwarp H. MANDEL. 

Diagnosis: Senear-Usher Syndrome. Presented by DR. 
Joseru L. Morse and Dr. Irwin I. Lusowe (by in- 
vitation). 

Diagnosis: Papuloneerotie Tubereulid. Presented by Dr. 
Leo SCHWEICH. 

Lymphoblastoma ? 
Marvin Bropey. 

Necrobiosis Lipoidiea. 

Acrodermatitis Chronica Atrophicans. 
Leo SCHWEICH. 


Presented by 


Symptoms. 


Leukemia cutis. Presented by Dr. 
Presented by Dr. Marvin Bropey. 


Presented by Dr. 


Bandlike Cireumseribed Scleroderma of Sealp (Sclero- 
derma en coup de sabre). Presented by Dr. LEO 
SCHWEICH. 


Cireumseribed Scleroderma (Morphea). Presented by Dr. 


Leo SCHWEICH. 
Lichen Planus of the Tongue. Presented by Dr. EDWARD 
H. MANDEL. 


Course: Therapy with griseofulvin, 250 mg. 
q.id., was started on February 2, 1959. Preliminary 
complete blood count, urinalysis, BUN, alkaline 
phosphatase, and transaminase were normal. Weekly 
WBC, differential, blood counts, urinalysis, KoH 
slides, and culture for fungi were preformed during 
the time of therapy. 


There has been no weight loss. All laboratory 
findings have been within normal limits. Cultures 
for T. rubrum became negative at the end of 
three weeks, and KoH slides became negative at 
the end of the seventh week of therapy. 


Clinically, less scaling and less pruritus were 
noted by the second week of therapy. During the 
third week, the lesions had lost their well-defined 
borders, and by the fourth week all lesions were 
minimal, At this time a normal lunula has ap- 
peared in most nails. 


History: A 15-year-old male patient was first 
seen at the dermatology clinic in 1948, with a one- 
year history of scaly lesions of the face, scalp, 
trunk, and extremities. Mycologic studies revealed 
a T. rubrum infection. Scalp hairs were fluorescent. 


P 
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The patient has received all manner of conventional 
therapy. 

Past history: good general health. 

Physical examination: The patient was again 
seen on February 3, 1959, for consideration of 
treatment with griseofulvin. At that time, physical 
examination revealed a patch of partial alopecia 
on the scalp, with some fine scaling. The face, 
trunk, abdomen, extremities, palms, and soles re- 
vealed diffuse patches of erythema and scaling. 
The nails were not involved. 


There was a preliminary study with CBC. 
urinalysis, BUN, alkaline phosphatase, and trans- 
aminase. The patient was followed with weekly 
WBC, differential, urinalysis, KoH slides, and cul- 
ture for fungi. 

Plan of therapy: Griseofulvin, 250 mg. tid, for 
two months; therapy was started on February 3, 
1959. 

Course: The patient has had no side-effects from 
this drug. There has been no weight loss. All 
laboratory work has been within normal limits, 
except for mycologic studies, which were positive 
for T. rubrum. KoH slides and cultures became 
negative during the third week of therapy. Clini- 
cally, improvement in all lesions was noted during 
the third week of therapy, with decrease in ery- 
thema, scaling, and pruritus. By the fifth week, 
all body lesions had resolved completely, with the 
exception of the scalp, face, palms, and soles, which 
still revealed erythema and scaling, and very 
gradual improvement. 


Discussion 


Dr. Domonxos: These are remarkable cases, 
and show a very nice response to griseofulvin. Ina 
series of 12 patients whom we have been treating, 
and who have been on therapy as long as three 
months, there has been an improvement of the 
lesions. However, it is not as fast as we have 
thought it would be. Our dosage has always been 
1,000 mg. per day, and the reason I mention this is 
because, of the 12 cases, 25% of them have now 
developed side-reactions of intense nausea, upset 
stomach, to the degree that we have had to stop 
the medication. One patient developed it within 
24 hours after the medication was started, and 
recently, in one of our patients who has taken it 
as long as two months, this nausea has developed 
to the point where resumption of the medication 
was not tolerated by the patient. Again, he de- 
veloped this reaction. 

Dr. CANIzARES: The other day, at a staff meeting 
in Bellevue, a summary of the cases treated so 
far at Skin and Cancer and Bellevue was presented 
by Dr. Gordon and Dr. Goldfarb. If I remember 
correctly, there were about 40 cases in Bellevue, and 
about 30 or so in Skin and Cancer. The results 


seemed to be uniformly good. In the case of tinea 
capitis, some slides were shown of almost complete 
cure in a period of about three to four weeks. The 
condition of the nails was somewhat similar to 
that observed in these patients of Dr. Lewis. There 
were a few cases, as Dr. Domonkos mentioned, of 
nausea and some of diarrhea. One had an erup- 
tion. The drug, therefore, is not as free from 
side-reactions as we were told at the onset of 
these studies. 

One other point that was stressed that I think is 
interesting is that in some of the cases, when the 
medication was stopped for some reason for a 
period of two or three weeks, the improvement 
continued in those cases; so, maybe, it is worth 
trying those cases on an off-and-on technique. In 
that way, they might be able to relieve somewhat 
the side-effects, and reduce the cost of treatment. 

Dr. CormIa : I think that these patients illustrate 
the spectacular improvement that may be expected 
with this drug. Occasionally, however, there have 
been reports in which there has been some re- 
fractoriness in T. rubrum infections. There was a 
patient presented at the recent Atlantic Der- 
matological Conference, in which there was one 
patch of T. rubrum infection which had not com- 
pletely involuted after, I think, about five or six 
months of treatment. Another complication which 
was mentioned is that as these very extensive T. 
rubrum infections involute, there may develop a 
replacement moniliasis equally severe. 


Dr. NELSON: We have about 18 patients at 
Vanderbilt Clinic and Presbyterian Hospital who 
have been treated for approximately two months 
with griseofulvin. We are using the drug in rela- 
tively small doses, that is, 1,000 mg. a day for 10 
days, and then 500 mg. a day thereafter. On this 
dosage, we have seen improvement in all patients 
but have actually cured none. 

We have noted surprisingly few side-effects. 
There is occasionally transient nausea, and we have 
one patient who has shown a leukopenia which will 
probably necessitate stopping the drug. Two pa- 
tients in another clinic, on a larger dosage than 
ours, have shown a pronounced drop in the sperm 
count. This finding, of course, has been demon- 
strated in the past in experimental animals. 


The other point I would like to make is that 
this antibiotic is distinctive, in that it has now been 
shown to concentrate in keratinized tissues in 
significant amounts. This is the first antibiotic thaf 
hase shown a propensity to localize specifically in 
skin, nails, and hair. 

Dr. Lewts: These patients are not presented as 
cures. They are much improved, and we are now 
unable to demonstrate fungi in scrapings or by 
culture. The earlier animal work, and the clinical 
work to date, indicate potential toxic reactions, 
but so far we have not observed any important 
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sensitivities, but we have been using rather small 
dosage of the drug. 

Even if this drug does not eventuate as the 
complete answer, it is apparent that a tremendous 
step forward has been taken in the therapy of 
superficial fungus disease, particularly for those 
caused by T. rubrum. Other antibiotics are on the 
way, and it is not too much to hope for further 
success, now that the barrier has been broken. 


Leishmaniasis. Presented by Cart T. NELSON, 

M.D. 

History: The patient resided in Italy until four 
years ago, when she migrated to the United States. 
Two years later, she noted the development of a 
small papule on the bridge of the nose. This was 
treated by a local physician, and a biopsy specimen 
was diagnosed as either Leishmaniasis or his- 
toplasmosis. No cultures were obtained at this 
time. The Histoplasmin skin test is said to have 
been positive. Since that time, the patient has de- 
veloped recurrent bluish-red, nodular lesions on the 
nose and malar areas of the cheeks. Crusting has 
become pronounced at times, and the redness has 
waxed and waned. 

Examination shows an erythematous involve- 
ment of the nose and butterfly area of the face. 
This sharply demarcated, reddened area is studded 
with nodules, varying in size from 1 cm. to 4 em. 
At the present time, the dryness and crusting are 
minimal. 

Laboratory: Sections of skin from the nose re- 
veal a heavy infiltration of small mononuclear 
leukocytes and plasma cells in the cutis. There is 
also evidence of a diffuse granulomatous infiltra- 
tion, and occasional multinucleated giant cells. In 
many of the histiocytes, and in some of the giant 
cells, groups of oval structures are seen which 
show both an eccentric nucleus and a parabasal 
body. 

Diagnosis : Cutaneous Leishmaniasis. 


Course and treatment: During the past year, the 
patient has received large doses of fuadin (to which 
she is now hypersensitive), chloroquin, quinacrine 
(by mouth and by injection into the lesions), as 
well as large doses of streptomycin in combination 
with corticosteroids. All of these maneuvers have 
had little influence on the course of the patient’s in- 
fection. She continues to have exacerbations of a 
lupoid type of eruption on the face. 

Discussion 


e 

Dr. Canizares: I think that the finding of the 
organism certainly confirms the diagnosis. The 
question is the problem of therapy. I understood 
that this patient was sensitive, or does not respond 
to antimonials, and this is certainly unfortunate, 
because they are the best medication. This is the 
type that is usually self-limited, but sometimes it 
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takes more than the traditional one year to clear up. 
The clinical appearance is certainly similar to the 
so-called Oriental type, and, clinically, the classifica- 
tions of these cases of the Oriental type, and 
especially of the South American type of Leish- 
maniasis, are such that the lesions may resemble 
practically anything, including carcinoma or 
pyoderma, and the clinical diagnosis is difficult. I 
think that Dr. Nelson is to be congratulated for 
having thought of the diagnosis and having proven 
it. 

There is a skin test for Leishmania called the 
Montenegro skin test, but, in the first place, it is 
practically impossible to get the material, and, in 
the second place, it is not specific for this type of 
Leishmaniasis, but it is a group reaction of the 
Leishmanian parasites. I don’t know whether you 
can get the material, although possibly it can be 
prepared from cultures. 

Dr. Cormra: It has been my impression that 
these patients respond better to tartar emetic than 
they do to the newer drugs. If that has not been 
used, it should be given a trial. 

Dr. Lewis: I am very pleased to have seen this 
patient, since I have never seen Leishmaniasis as 
this patient presented. What Dr. Canizares has just 
said is very interesting and enlightening in regard 
to the many clinical varieties of the South American 
form. 

Dr. Traus: I would like to have the presenter 
comment on the fact that there does not seem to 
be any one central area from which this disease 
is spread. These nodules seem to be separate, and 
there seem to be nodules at a considerable distance. 
I am wondering how that spread takes place. 


The other point is, just how this patient de- 
veloped this infection at such a late date, after 
having been in this country for at least two years. 
I would like to hear a little more about the initia- 
tion of this lesion. 

Dr. Muer: I recently had a case of Brazilian 
Leishmaniasis. For treatment, I secured ethylstiba- 
mine, which came from Germany. This medication 
was given intravenously, every second day, for a 
total of 12 injections. It is less toxic than the 
other antimony drugs. The patient was cured in a 
period of about two months, I don’s know how 
valuable the drug is against the European form of 
Leishmaniasis, but I would suggest that it is worth 
investigating, 

Dr. Nevson: First of all, I must disclaim any 
clinical astuteness in this particular case. The pa- 
tient was sent to me with possible diagnoses of 
Leishmaniasis or histoplasmosis. Actually, when 
I first saw the patient, she had the appearance of a 
woman with very severe rosacea. Instead of 
pustules, however, she had granulomatous nodules 
within the borders of the butterfly flare. The 
epidemiology is of some interest, in that this pa- 
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tient had lived in New York City for two years 
before she developed her first lesion. Her eruption 
this afternoon is quite a bit less acute than it was 
two weeks ago. It has lupoid features, which, as° 
has been said, are more frequently associated with 
the visceral type of Leishmaniasis. Just how the 
cutaneous nodules develop and spread is not en- 
tirely clear. Presumably, extension by contiguity 
and via the lymphatics are the most likely routes, 
but we really don’t know. 

Therapy in this patient is a problem, and I think 
she probably deserves hospitalization. I am thinking 
in terms of stilbamidine plus x-ray. If antimony is 
tried again, we shall probably have to combine it 
with steroids, but one hesitates to do this. 

We have cultures growing on NNN medium. 
Thus far, no Leptomonads have been recovered. 
Mouse and hamster inoculation and fungal cultures 
have not turned up anything suggestive of his- 
toplasma. 

The skin test referred to, Dr. Baker, was the 
histoplasmin skin test. We have not used a skin 
test for Leishmania, and I do not know how help- 
ful it would be in a case of this sort. 


Case for Diagnosis: Progressive Telangiectasia. 
Presented by Georce M. Lewis, M.D. 


A white married housewife, age 39, noted a 
discoloration of her legs nine years ago. There 
was a gradual increase in the disorder to adjacent 
skin, and, finally, five years ago, the forearms be- 
came involved. 

The spread has been gradual, to extend over the 
forearms and to the sclera, and, to a slight degree, 
on the face. 

Examination revealed dilated capillaries on the 
face, and lesions, also of the same character, on 
the sclera. Her mother had nosebleeds, and in her 
late thirties developed epilepsy. One of the pa- 
tient’s four children has had nosebleeds. Her 
brother’s first baby bled to death shortly after 
birth. Others have nosebleeds, Polyposis: mother, 
father, sister, and brother. There is no significant 
drug history. 

RBC, 4,030,000; WBC, 7100; normal differential ; 
platelets, 450,000. 


Discussion 


Dr. Cormta: There certainly is a hereditary ele- 
ment here, with the story of involvement of various 
members of the family, so we know there is 
probably a congenital tendency to weakness of the 
blood vessels. However, in addition to that, the 
eruption was present mainly, in fact, almost ex- 
clusively, on surfaces which were exposed to sun. 
The patient stated that she was sensitive to sun, 
and if she stayed out in the sun for any length of 
time, she would actually blister, which is, I think, 
a bit unusual, since she is not blonde or red-haired, 


and she does not have blue eyes. Nevertheless, 
she does have this peculiar sensitivity to sunlight. 
This factor should be taken into consideration in 
the treatment. 

Dr. Torre: This is a very interesting case, and 
certainly is not typical of the Weber-Rendu-Osler 
type, in which the face is usually involved. There 
seems to be a basic blood vessel disorder here, 
leading to this widespread telangiectasia, and I 
think that any method of treatment of this patient 
will be in the vascular field, using drugs such as 
CVP. Estrogenic hormones have also been recom- 
mended for the treatment of this type of 
telangiectasia. They might be worth a trial. 

Dr. NeLson: With this story of cold intolerance, 
it might be worth while to think of some of the 
dysproteinemias. 

Dr. Miter: I think that she definitely has a 
congenital vascular weakness. I wonder if the 
effect of cold is not of more importance here than 
the effect of exposure to sun. I think she has a 
congenital weakness, with exposure to cold probably 
the factor determining the lesions which she 
presents. 

Dr. Traus: For a diagnosis of Osler’s disease, 
which is hereditary hemorrhagic telangiectasia, this 
patient presents enough evidence to put her in that 
category, certainly, because each patient individually 
does not have to exhibit all of those three symptoms. 
She certainly has a hereditary background. There 
are other members of the family who have hemor- 
rhages from the mucosa, and there are telangiectatic 
lesions in other members of the family. She has 
some vague bleeding from the mucosa herself. In 
addition, she also has these peculiar vascular lesions 
on the extremities, which certainly are not part 
of the usual Osler’s disease; but, as has been 
pointed out, she would fit into some type of a 
chilblain category, of cutis marmorata, or whatever 
you want to call this type of affair. It is very pos- 
sible, therefore, that, having the background of an 
Osler’s disease and a chilblain circulation on ex- 
tremities, for that reason she is developing more ex- 
tensive telangiectatic vessels than is usual. 

In addition, she also has a history of the develop- 
ment of polyps in herself and in the family, which 
is another indication that she has varying types of 
congenital anomalies, and it is quite a common 
finding to observe different congenital anomalies in 
the same patient. I believe, therefore, she does fit 
into the Osler pattern, but whether that is the erf- 
tire explanation of this eruption on her ex- 
tremities, I do not know. 


Dr. Sacs: It is my impression that the vessels 
that are involved are the capillaries, and, if this is 
so, I would believe, or it would be my guess at 
least, that the elements are only a secondary factor, 
and not a primary factor in any way. If you realize 
that the capillaries, if they are involved, are super- 
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ficial, it is easy to see how either sunlight or cold, 
or any of the other elements, might affect the 
lesions but not cause them. 

Dr. Creottaro: I think that the presenting diag- 
nosis of progressive telangiectasia is a good one in 
this case. The only positive clinical sign here is a 
multiplicity of telangiectatic vessels on various 
parts of her body. The absence of bleeding rules 
out the possibility of the Osler-Rendu-Weber 
syndrome. I don’t believe that sun, cold, or any of 
the elements, has anything to do with the develop- 
ment of these lesions. The patient’s history indicates 
that these lesions are not affected by cold or warm 
weather. She doesn’t like the warm weather, but 


heat causes no changes in symptoms or sensations. ` 


This is probably a congenital anomaly. 

Dr. Lewis: The possible etiologic significance of 
sunlight did not impress me as likely, since the 
area of skin exposed to the greatest amount of 
sunlight actually was not affected. There was slow 
progression, beginning distally and spreading 
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proximally, so that the first lesions were on the 
legs, and are now on the thigh, and almost moved 
from forearms to the arms. 

> It is my impression that the blood vessel involve- 
ment is not limited to capillaries. Many venules 
are dilated, especially on the thigh. We plan to 
take an infrared photograph, as Dr. Domonkos 
suggested. 

We will test for cold-precipitable globulins as 
Dr. Nelson asked. The family history of polyps 
was disclosed tonight by her brother . 

It would seem that everyone agrees that there is 
a congenital disorder of the blood vessels, and 
that it is probably still active and may progress 
further. 


Diagnosis: Lichen Planus—Oral. Presented by Dovucras 
Torre, M.D. 


Case for Diagnosis: Neurotic Excoriations. 
Grorce M. Lewis, M.D. 

Case for Diagnosis: Alopecia (Postoperational Pressure ?). 
Presented by Grorcze M. Lewis, M.D. (for ROBERT 
ABEL, M.D.) 


Presented by 





Wegener’s Granulomatosis 


GERARD A. DE OREO, M.D., Cleveland 


Wegener’s granulomatosis is a fatal sys- 
temic disease; its course may be acute or 
chronic. Pathologically it is identified by 
three constant abnormal findings; this triad 
is pathognomonic of the syndrome : 

1. Necrotizing granulomatous ulceration of the 
‘upper portion of the respiratory tract. 
2 Granulomatous inflammation of the lungs. 

3. Focal glomerulitis. 

Lurking in the background there is to be 
found a disseminate necrotizing vasculitis 
affecting both arteries and veins. Clinically, 
the illness is characterized by signs of 
rhinitis, severe sinusitis accompanied by 
ulceration, and necrosis of the tissues of 
the central portion of the face. Following 
these initial findings there appears recurrent 
pneumonitis along with a wide diversity of 
bizarre signs and symptoms resulting from 
systemic vascular involvement. Finally, 
signs of kidney disease appear ending in 
uremia. Although these profound changes 
are of a systemic nature, Wegener's granu- 
lomatosis is of considerable dermatologic 
interest: often the initial visible lesion may 
be a cutaneous granuloma, and later in the 
course of the disease other types of skin 
involvement may be observed, particularly 
subcutaneous nodules which are often found 
over the path of small arteries. Indeed, the 
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skin may afford the means by which early 
clinical diagnosis may be established. 


Historical 


In 1931, Klinger * reported the autopsy 
findings of two patients with ulcerative 
sinusitis, splenic granulomas, and nephritis. 
By 1939, Wegener** had reported three 
similar cases to which he gave the title 
“rhinogenous granuloma” associated with 
diffuse vascular disease. Both Klinger and 
Wegener believed that the uniform findings 
in these cases represented a disease entity 
which (though possessing some of the fea- 
tures of periarteritis nodosa) was, none the 
less, a distinct syndrome. Previous to these 
observations similar cases had appeared in . 
the literature as malignant granuloma or 
lethal granuloma. In 1954, Fahey, Leonard, 
Churg, and Godman * summarized the find- 
ings in 22 cases which they gathered from 
the literature (principally journals of pa- 
thology); to this list they added 7 cases 
of their own. In an excellent review article 
they summarized the salient features in 
these 29 cases with a tabulation of the 
clinical and pathologic findings characteriz- 
ing the syndrome commonly classified as 
“Wegener’s granulomatosis.” o 


* Walton ® has written an exhaustive analy- 
sis based on a “retrospective study” of 
10 cases previously not recognized as 
Wegener’s granulomatosis, which includes 
88 bibliographic references. This recent 
treatise describes the findings in 56 cases 
and is entitled “Giant-Cell Granuloma of 
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the Respiratory Tract (Wegener’s Granu- 
lomatosis ).”’ 

Wegener’s granulomatosis is an uncom- 
mon but by no means rare condition; in 
this paper 18 additional cases are recorded 
—these found in current journals of clinical 
medicine. In earlier reports diagnosis re- 
sulted uniformly from necropsy study; 
recent cases, however, have often been rec- 
ognized from the clinical findings and cur- 
rent reports of these were found in journals 
dealing with many medical specialties, in- 
cluding internal §medicine,* radiology,!! 
respiratory disease,!? cardiology, urology.14 
In. 1957, Sternberg, Reynolds, and Zeil- 
enga ë described two cases of “pathergic 
granulomatosis” in the A.M.A. ARCHIVES 
OF DERMATOLOGY. One of these cases was 
characteristic of Wegener’s granulomatosis. 
Adding these 18 cases to Walton’s series 
would equal a sum of 84, but even this 
would not represent a complete list for 
many cases are concealed in the literature; 
for example, in an analysis of 111 cases of 
polyarteritis nodosa by Rose and Spencer 16 
several examples of Wegener’s granuloma- 
tosis are to be found. 


Nomenclature 


It is obvious that there is no uniformity 
in terminology. Cases which have all the 
features of Wegener’s granulomatosis have 


been reported as follows: 

1. Idiopathic lethal granuloma. 

2. Malignant granuloma. 

3. Rhinogenous granuloma (Wegener’s original 
term). 

4. Respiratory-renal type of polyarteritis nodosa, 

5. Giant-cell granuloma (Walton). 

6. Necrotizing granulomatosis with angiitis. 

7. Atypical periarteritis nodosa with rhinogenic 
granuloma. 

8. Pathergic granulomatosis ( Feldman). 

9. Allergic granulomatosis (Strauss, Churg, and 
Zak). 

10. Noninfectious necrotizing 
(Felson and Braunstein). 


granulomatosis 


Strauss, Churg, and Zak17 have described 
12 cases which bear a striking resemblance 
to Wegener’s granulomatosis. Because some 
of these showed eosinophilia and others re- 
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vealed a history of allergy these authors 
concluded that they were dealing with a 
new entity, which they entitled “allergic 
granulomatosis.” Fienberg!8 is of the 
opinion that all the aforementioned condi- 
tions are one and the same and differ only 
in degree, and he suggested the designation 
“pathergic granulomatosis” with disseminate 
and focal varieties. Wegener’s granulo- 
matosis (and all the aforementioned ap- 
pellations) would be considered of the 
disseminate variety; whereas idiopathic 
lethal midline granuloma, eosinophilic 
granuloma of the lungs, and Cogan’s syn- 
drome would fit into his concept of the 
focal variety of pathergic granulomatosis. 
Felson and Braunstein! have reviewed 
five cases originally reported by Churg and 
Strauss ® and have suggested “noninfec- 
tious necrotizing granulomatosis” as an ap- 
propriate title for this condition. They 
also subscribe to Fienberg’s concept of 
dividing these granulomas into disseminate 
and focal varieties. 


Summary of Reported Cases 


Summary of 84 cases of Wegener’s 
granulomatosis discloses that 48 men and 
36 women were affected. In many instances 
color is not specified, but it is apparent that 
Negroes are not commonly affected. Ages 
from 12 to 75 years were recorded, with 
more than half occurring in the fourth or 
fifth decade. Onset of the disease was 
insidious; persons apparently in previous 
good health were victims. There was no 
significant incidence of allergies, nor was 
there history of previous sulfonamide or 
other drug ingestion. The disease was usu- 
ally fatal, running its course in a few 
weeks to three or four months, though a 
few patients lived for as long as four years. 
The disease showed three phases: 


l. A prodromal period with signs of rhinitis 
and ulceration usually in the midline Structures 
of the face. 

2. A second stage of acute dissemination with 
development of pulmonary disease as part of a 
diffuse vasculitis which also affected spleen, liver, 
nervous system, and other organs. Cough, hemopty- 


Vol. 81, Feb., 1960 


WEGENER’S GRANULOMATOSIS 


sis, fever, weakness, loss of weight were prominent 
complaints. Roentgenographic examination showed 
focal infiltration of the lungs. 

3. Finally, glomerulonephritis with terminal 
uremia. 
Necrotic skin lesions (resembling papulo- 
necrotic tuberculids) were described in 
about half of the cases; subcutaneous nod- 
ules associated with small arteries were 
palpable under the skin. Purpura and 
telangiectasia were frequent findings espe- 
cially when kidney involvement had devel- 
oped. For unexplained reasons many 
patients showed signs of apparent spon- 
taneous improvement enjoying a latent 
period lasting weeks or months, but this 
was followed soon by acute relapse and 
swift progression of the disease. There 
was no satisfactory treatment; antibiotics 
were used to no avail, corticosteroids were 
often associated with short remissions. In 
some mechlorethamine hydrochloride (ni- 
trogen mustard) therapy and in others 
x-ray therapy seemed to decrease granulo- 
ma formation temporarily. Diagnosis was 
made in all cases by biopsy and/or post- 
mortem studies. Pathologic findings were 
uniform, consisting of systemic necrotizing 
vasculitis affecting both arteries and veins 
usually associated with hyalin and fibrinoid 
thrombi. Surrounding these areas was a 
zone of inflammatory cells consisting of 
polymorphonuclear leukocytes, plasma cells, 
fibroblasts, multinucleated giant cells, and 
an occasional eosinophil. This process was 
found in virtually all organs but was always 
present in three zones: upper respiratory 
tract, lungs, and kidneys. Diagnosis de- 
pended on the finding of all three areas 
of involvement; the presence of one or two 
of the features alone was not compatible 
with Wegener’s granulomatosis. 


Etiology 


Wegener’s granulomatosis is a disease of 
unknown etiology. Micro-organisms have 
not been identified as causative agents. The 
vascular changes are similar (if not iden- 
tical) to those found in periarteritis (poly- 
arteritis) nodosa, but lungs and spleen are 


De Oreo 


not commonly involved in the latter condi- 
tion. The syndrome does not fit into a 
concise definition of allergy, yet it bears 
the stigmas of a “hypersensitive state,” as 
defined by Rich,?™?? who has shown that 
granulomas, vasculitis, and glomerulone- 
phritis may be found in hypersensitive 
states (either those produced experimen- 
tally or those associated with human dis- 
ease). The occurrence, therefore, of all 
three in the same condition is good pre- 
sumptive evidence that Wegener’s granulo- 
matosis is a disease of hypersensitivity. 


Pathogenesis 


Experimentally the Sanarelli-Shwartz- 
man phenomenon can provoke a similar 
hypersensitive state. In 1928, Gregory 
Shwartzman 22 observed that sterile ex- 
tracts of Bacillus typhosus injected intra- 
dermally into the abdominal skin of rabbits 
provoked only a mild transient inflamma- 
tion. An intravenous injection of the same 
material 24 hours later caused a hemor- 
rhagic and often necrotic skin lesion to 
appear at the site of the intradermal injec- 
tion. It is generally conceded that this is 
not an allergic phenomenon: It takes place 
too rapidly, it is not specific, for unrelated 
organisms (and even inert material such as 
agar) given as the intravenous (challeng- 
ing) dose it will produce the characteristic 
skin necrosis in an area prepared by B. 
typhosus. Passive transfer cannot be dem- 
onstrated. The period of altered reactivity 
lasts only 120 hours. Sanarelli ** performed 
similar experiments with cholera, giving 
both the preparatory and the challenging 
doses intravenously. This resulted in a 
profound systemic reaction producing cor- 
tical necrosis of the kidney, and multiple 
hyalin and fibrinoid thrombi in the lungs, 
liver, and spleen, often resulting in death. 
This reaction is suspiciously like that seen 
in Wegener’s granulomatosis. 

Dynamic in vivo studies by Ebert and 
Koch-Weser® (utilizing the rabbit ear 
chamber) show the sequence of events that 
takes place in the Shwartzman phenomenon. 
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These indicate the importance of white 
blood cells (particularly polymorphonuclear 
leukocytes) and platelets in this reaction. 
Clumping of these elements on the lining of 
the endothelial walls of vessels is the first 
visible alteration which can be observed; 
these aggregates continue until thrombi de- 
velop and local hemorrhage and signs of 
necrosis appear. These are among the 
changes which Rostenberg 7° has so aptly 
labeled “. . . the hallmark of the Shwartz- 
man phenomenon.” Stetson and Good 27 
have observed when white blood cells (and 
possibly platelets) are critically reduced by 
the use of mechlorethamine hydrochloride 
or generalized x-ray exposure animals are 
refractory to the Shwartzman reaction: if 
time is allowed for the animal to regenerate 
a normal number of white blood cells and 
platelets it becomes vulnerable again. It 
may be significant that mechlorethamine 
hydrochloride and x-ray therapy have also 
been associated with temporary clinical im- 
provement in cases of Wegener’s granulo- 
matosis. 

The conditions necessary to provoke the 
Sanarelli-Shwartzman phenomenon have 
been provided in human subjects by inad- 
vertent injection of two doses of typhoid 
vaccine (for therapeutic purposes) within 
a 24-hour period. Death resulting from 
such a reaction has been reported by Love 
and Driscoll.28 The morbid findings in 
these resembled those produced in the ex- 
perimentally produced phenomenon. 


Comment 


It becomes increasingly apparent that the 
following questions must be resolved be- 
fore there can be any hope for uniformity 
of terminology : 

1. Is Wegener’s granulomatosis a distinct entity ? 

2. If so, is there a focal variety (which Klinger 
anel Wegener did not describe) ? 

The large number of cases (84) reported 
indicate that Wegener’s granulomatosis is 
truly a distinct disease syndrome. The very 
nature of the process would account for 
the great multiplicity of manifestations, but 
emerging from this there is a clear-cut clin- 
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ical picture delineated by a triad of signs 
and symptoms which are constantly present 
and characterize the syndrome described 
by Wegener. The answer to the second 
question, however, is not so straight for- 
ward, but there is growing evidence to 
support the thesis that there is a focal 
variety of a similar process which, though 
it may produce profound local reaction 
which may result in death, is not associated 
with systemic dissemination. If this latter 
condition exists it is certainly not what 
Klinger recognized and Wegener later de- 
scribed and, therefore, should not be classi- 
fedas “Wegener’s” granulomatosis. Herein 
is the source of confusion, and it is this 
perplexity which has cluttered the literature 
with a long list of names and descriptive 
terms. Fienberg 18 has proposed that this 
group of apparently dissimilar entities (in- 
cluding Wegener’s granulomatosis, as well 
as focal necrotizing granulomas, which are 
associated with angiitis) are all expressions 
of an identical basic disease process. His 
studies indicate that these conditions differ 
only in that some are focal and others 
disseminate. This idea is supported by the 
investigations of Felson and Braunstein 19 
and others. It may be that either the term 
“pathergic granulomatosis,” suggested by 
Iienberg, or “noninfectious necrotizing 
granulomatosis,” proposed by Felson and 
Braunstein, would be acceptable, but it 
seems prudent for the present to retain the 
eponymic designation, temporarily at least, 
until these necrotizing granulomas can be 
properly classified and their etiology estab- 
lished. However, the recognition that there 
are focal and disseminate forms would do 
much to clarify nomenclature. Thus, it 
would be consistent with such a classification 
to include many cases of “idiopathic” lethal 
granulomas, pyoderma gangrenosum, as 
well as dermatitis nodularis necrotica, as 
focal varieties of necrotizing granulomas. 


Investigations indicate that Wegener's 
granulomatosis may be a clinical counter- 
part of the experimentally produced reac- 
tion known as the Sanarelli-Shwartzman 
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phenomenon: The initial ulcer of the re- 
spiratory tract acting as the preparatory 
or sensitizing dose and the hematogenous 
dissemination of toxins and/or breakdown 
products of the host’s tissue provide the 
shocking or challenging dose resulting in 
widespread tissue reaction and eventually 
death. Further search in this direction 
might provide the answers for a clearer 
understanding of this process as well as 
the means for rational, effective therapy, 
which at the present time is lacking. 


Summary and Conclusion 


Reports of 84 cases of Wegener's granu- 
lomatosis are reviewed and briefly sum- 
marized. 


The possible relationship between this 
systemic (disseminate) process and a focal 
variety is suggested. 


Further observations and investigations 
may determine whether a reaction similar 
to that observed in the Sanarelli-Shwartz- 
man phenomenon is the correct explanation 
for the etiology of this syndrome. 


10515 Carnegie Ave. (6). 
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Allergic Photocontact Dermatitis from Promethazine 


(Phenergan) 


STEPHAN EPSTEIN, M.D., Marshfield, Wis. 


Allergic photocontact dermatitis from 
promethazine ( Phenergan) seems to be rare 
in this country. The following case is pre- 
sented mainly because the allergic nature 
of the dermatitis appears well documented. 


Report of a Case 


A male white bartender, 33 years of age, was 
seen on Aug. 21, 1958. He suffered from a der- 
matitis of the hands for about six weeks, ap- 
parently due to contacts in his occupation and 
infection. He had been treated with various oint- 
ments, among them promethazine cream. Two days 
prior to his first visit he again had applied 
promethazine cream and accidentally had exposed 
his hands to sunlight. A hyperacute dermatitis fol- 
lowed with swelling and large blisters on the dorsa 
of both hands, spreading beyond the area involved 
by the underlying chronic eczema. 

The acute photocontact dermatitis subsided 
quickly, but the original “bartender’s eczema” 
persisted with aggravations when he exposed him- 
` self to the cleaning and antiseptic solutions of the 
bar. 

Skin Tests—Patch tests and photopatch tests 
were carried out with ointments containing 1% 
promethazine, 1% promazine (Sparine), and 1% 
chlorpromazine (Thorazine) in Neobase. Patches 
were applied to symmetrical sites of both upper 
arms and left in place for 24 hours. After that time, 
the tests on one arm were irradiated for five 
minutes with long ultraviolet, whereas the other 
patch tests served as a control.* All plain patch 
tests were completely negative after 24 hours. After 
48 hours the patch test with promethazine became 
mildly positive, showing only redness ; it turned into 
a definite dermatitis after 96 hours but without any 
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* Controls with these patch and photopatch tests 
on normal persons were always negative. Long 
ultraviolet was applied by five minutes of irradia- 
tion with filtered (Corning filter No. 597) light 
from a Kromayer lamp. This light never produces 
2 reaction on normal persons even with four times 
the time used in the tests. 


obvious vesicles. The plain patch tests with 
promazine and chlorpromazine remained negative. 

The photopatch tests presented a different picture. 
24 hours after irradiation (which was 48 hours af- 
ter application of the patch tests) the photopatch 
test with promethazine showed a vesicular derma- 
titis identical to the original dermatitis of the 
hands. The photopatch test with promazine also 
gave a definite reaction, consisting of redness and 
swelling but no vesiculation. There was only a 
mild reaction to the photopatch test to Thorazine. 

Five months later, in January, 1959, patch and 
photopatch tests with promethazine and chlorpro- 
mazine were repeated but at this time were com- 
pletely negative. 

Histological Examination.—Biopsy specimens 
were taken from the original photocontact 
dermatitis, the photopatch test to promethazine, and 
the plain patch test with promethazine. 

A biopsy of the original photocontact dermatitis 
was performed 48 hours after the patient had ex- 
posed himself to promethazine cream and sun- 
light (Fig. 1). It shows spongiosis and in- 
traepidermal vesiculation. The vesicles are filled 
with leukocytes, some rounded-off epithelial cells, 
and some multinucleated cells. There is barely any 
acanthosis. In the upper corium is a lymphocytic 
and eosinophilic infiltrate. The picture is that of 
an acute eczematous vesicular dermatitis evidently 
of short duration. 

The photopatch test was biopsied 48 hours after 
the application of the patch and 24 hours after the 
irradiation with long ultraviolet (Fig. 2). It 
shows exactly the same features as the original 
lesion; a vesicular dermatitis 
eosinophilia. 

The plain patch test with promethazine was 
biopsied after 96 hours, because after 48 hours 
there was only a minor erythematous reaction. 
Even after four days the plain patch test was less 
severe than the photopatch test. Microscopically 
(Fig. 3), there is mild acanthosis with considerable 
intercellular edema and transmigration of inflam- 
matory cells into the epidermis but no outspoken 
vesiculation. 


with strong 


+ Dr. Hermann Pinkus, Monroe, Mich., did the 
interpretation and photomicrographs of the biopsy 
specimens, 
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Fig. 2.—Biopsy speci- 
men of photopatch test 
with promethazine, show- 
ing the same features as 
the original photoderma- 
titis. 
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Fig. 1.—Biopsy speci- 
men of original photo- 
contact dermatitis from 
promethazine cream, 
showing spongiosis and 
intraepidermal vesicula 
tion (see text). 
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Fig. 3—Biopsy speci- 
men of plain patch test 
with promethazine, with 
considerable intercellular 
edema but without out- 
spoken vesiculation. 


Comment 


Allergic Nature of Photoallergic Re- 
sponse:—Although the allergic background 
of photodermatitis from drugs has been 
proven both clinically and experimentally 
in the case of sulfanilamide (Burckhardt)? 
Epstein,?), Calnan* still has doubts about 
the allergic nature of such reactions. In 
the case reported in this paper, the allergic 
nature seems well demonstrated both by the 
skin tests and histological examination. In 
my experience, as well as in Calnan’s stud- 
ies, plain patch tests with 1% promethazine 
or chlorpromazine never produce reactions 
in normal persons. Photopatch tests as car- 
ried out in this study never show positive 
responses except in patients clinically pho- 
tosensitive to these drugs. In order to 
avoid a primary irritating effect of the irra- 
diation, I have selected long ultraviolet, 
which in the amounts used never causes 
any skin reaction in normal persons and 
does not aggravate the result of ordinary 
patch tests with promethazine, chlorproma- 


Epstein 





It is correct that 
phenothiazine derivatives, especially chlor- 


zine, or other chemicals. 


promazine, may photosensitize the skin in 
a nonallergic way; however, the reaction is 
not an enzematous dermatitis but an exag- 
gerated form of sunburn. With the tech- 
nique used in our tests, I have never 
elicited any phototoxic reaction in irradi- 
ating sites of patch tests as well as of 
intradermal tests with promethazine, chlor- 
promazine, and promazine, even with sev- 
eral times the amount of long ultraviolet 
light used in this case. These observations 
in my opinion exclude a phototoxic reac- 
tion in my patient. 

The histologic examination of both the 
original dermatitis and the photopatch test 
also suggests an allergic reaction. In both 
instances it was the same picture of vesicu- 
lar epidermal contact dermatitis, a response 
which is not seen in phototoxic reactions. 

Coexistence of Contact and Photocontact 
Sensitivity.—In photosensitivity to pheno- 
thiazine derivatives there is usually a com- 
bination of plain contact sensitivity and 
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photosensitivity. That means that in most 


instances a simple patch test alone is posi- 
tive and that the photopatch test causes 
only an aggravated and accelerated reac- 
tion. This double sensitivity seems to be 
a peculiarity of the phenothiazines and has 
been well known since the studies of Sidi 
and his collaborators. However, the two 
forms of reaction are not necessarily con- 
nected. 

In sulfonamide photosensitivity, plain 
patch tests are usually negative, although 
occasionally here, too, patients may both 
have a simple contact and a photocontact 
sensitivity. 

Ippen” considers as “secondary photo- 
allergy” those cases where a plain patch 
test reaction is aggravated by irradiation. 
In “primary photoallergy” only the photo- 
patch test is positive. However, such a 
distinction of secondary photoallergy seems 
artificial for two reasons: The same patient 
may show both positive patch and photo- 
patch tests to one phenothiazine derivative 
and only positive photopatch tests to an- 
other (Schulz, Wiskemann, and Wulf,§ 
Epstein and Rowe*). Furthermore, plain 
sensitivity to phenothiazines occurs with- 
out photosensitivity, and vice versa. 

Effective Wave Length in Photocontact 
Dermatitis from Promethazine and Other 
Phenothiazines.—The reports in the litera- 
ture are conflicting. Phenothiazine deriva- 
tives have absorption peaks around 2,500 
and 3,000 A. and do not absorb in the long 
ultraviolet and visible light. Therefore, 
theoretically only the short ultraviolet 
(UVB) should be active in phenothiazine 
sensitivity. This seems to apply to some 
extent to the phototoxic (photodynamic) 
reaction. Cahn and Levy,’ as well as John 
Epstein and his collaborators,!! have pre- 
sented evidence that short ultraviolet below 
3,025 A. is responsible for the phototoxic 
reactions from chlorpromazine. This as- 
sumption is corroborated by some strange- 
appearing observations. Cahn and Levy’s 
patients were afflicted only by the summer 
sun but not in the winter. These authors 
demonstrated that in the latitude of Phila- 
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delphia the winter sun does not contain 
ultraviolet below 3,025 A. Meare’s pa- 
tient? in England broke out only in 
Bournemouth but not in London. It is 
known that smoke absorbs ultraviolet light, 
and this may be the cause for the differ- 
ence, because Bournemouth is located on 
the sea and London has a lot of smoke. 

However, Schulz and his co-workers § 
were also able to elicit phototoxic reactions 
to chlorpromazine with longer ultraviolet 
beyond 3,200 A. This discrepancy of the 
findings may be due to different techniques. 
John Epstein™ and Cahn and Levy ¥ 
studied the photosensitivity after internal 
medication of chlorpromazine, whereas the 
studies of Schulz, Wiskemann, and Wulf, 
and of Epstein and Rowe were based on 
photopatch tests after external application 
of the drug. Ippen™ believes that there is 
a specific metabolism of chlorpromazine in 
the skin which does not involve sulfoxide 
compounds of chlorpromazine but other 
decomposition products. Furthermore, 
Schulz et al., as well as Ippen, consider 
the possibility that the phenothiazine mole- 
cules are changed in the tissues and bound 
to protein; this may alter the absorption 
spectra. All these factors may explain the 
different observations, as well as the 
“widening” of the active spectrum in pheno- 
thiazine sensitivity. Clinical and experi- 
mental evidence clearly shows that patients 
who are photoallergic to promethazine and 
chlorpromazine also react to long ultraviolet 
(UVA) and to visible light. Sidi’s patients 
were aggravated by sunlight filtered 
through window glass; this means wave 
lengths longer than 3,200 A. must have 
been active. Schulz, Wiskemann, and 
Wulf showed that the long ultraviolet 
beyond 3,700 A. was especially effective 
in their patients with photocontact derma- 
titis from chlorpromazine. Epstein and 
Rowe’s® patients reacted to long ultravio- 
let, and so did the patient reported in 
this paper. 

The actual sensitizers are not known. 
There is too little information about the 
decomposition products of chlorpromazine. 
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Under the influence of sunlight the color- 
less solutions of chlorpromazine, prometha- 
zine, and promazine turn first yellow, then 
brownish-red. Ippen? observed a second 
phase of color change into blue with chlor- 
promazine. These decomposition products 
show increased absorption in the long ultra- 
violet and also in the visible light. It had 
been suggested by Burckhardt,” by Calnan,* 
and by others that the actual sensitizers in 
phenothiazine sensitivity are decomposition 
products, similar as in sulfanilamide sensi- 
tivity (Schwartz and Speck). Thionol 
has been considered unlikely by Calnan. 
Ippen has demonstrated that chlorproma- 
zine sulfoxide (apparently an important 
oxidation product) is not a photosensitizer. 


The observation that patients who are 
contact sensitive to only one phenothiazine 
often are photocontact-sensitive to several 
members of this group makes me wonder 
whether they may not have in common the 
same decomposition product responsible for 
the cross sensitivity. 

Duration of Photosensitivity—The 
heightened sensitivity of the skin to light 
sometimes persists for months or even for 
years (Calnan), but it may be lost in a 
relatively short time, as observed by 
Rives } and by Pellerat !ê and as shown by 
my case. Five months after the appearance 
of the photodermatitis, plain patch and pho- 
topatch tests with promethazine were nega- 
tive. The fact that reexposure to the drug 
after a long interval does not necessarily 
elicit an immediate response is suggestive to 
Calnan* that the reaction was not due to 
an allergic mechanism. I cannot agree with 
this reasoning; marked change of sensitiv- 
ity is much more characteristic of an 
allergic response than of a _ phototoxic 
(photodynamic) reaction. It is well known 
that allergic contact sensitivity often is lost 
after longer or shorter intervals, whereas 
phototoxic reactions do not seem subject 
to such fluctuations. 


It appears likely that we are dealing with 
two forms of photoallergy. The first one is 
a specific photoallergy directed toward a 


Epstein 


chemical which is altered in the body under 
the influence of the light. This type of 
photosensitivity can be elicited both by in- 
ternal and external application of the drug. 
After the use of the drug has been dis- 
continued, this “florid?” photosensitivity 
(Ippen) usually disappears within a few 
days or weeks; this means that sunlight 
alone has ceased to be an aggravating fac- 
tor. However, the “latent” photoallergy in 
these patients can be demonstrated for a 
long time by repeated photopatch tests or 
photo intradermal tests but not by simple 
exposure to sunlight. In a number of pa- 
tients with apparent photoallergy, however, 
the light sensitivity persists for many 
months after the use of the drug has been 
discontinued. It seems likely that in these 
cases a different mechanism becomes active, 
perhaps some photo autosensitization. 

Caution About Use of Topical Pheno- 
thiazines—This case supports the sugges- 
tion of Schulz and his co-workers * that 
phenothiazine derivatives should not be 
used topically. Photosensitivity to prometh- 
azine is rather rare in this country because 
fortunately ointments containing prometha- 
zine are not as widely used here as else- 
where. Promethazine sensitizes especially 
by external contact. In France where pro- 
methazine-containing creams were very 
popular, Sidi, Hincky, and Gervais® ob- 
served 262 cases of contact sensitivity to 
promethazine within the short period of 
three years; this amounted to nearly 50% 
of their cases of contact dermatitis from 
medication. As promethazine is very valu- 
able as an internal antihistamine, it seems 
reasonable to avoid its external use, be- 
cause it does not offer any special advantage 
as an ointment. 





Summary : 


*A case of photocontact dermatitis is re- 
ported due to topical application of pro- 
methazine (Phenergan) cream. 

The allergic nature of the photodermatitis 
in the case presented appears to be proven 
by positive photopatch tests, and the his- 
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tologic picture of the dermatitis and the 
photopatch test. 

The peculiarities of photodermatitis 
from phenothiazine derivatives are dis- 
cussed in regard to coexistence of simple 
contact and photocontact sensitivity and to 
active wave lengths. As promethazine is a 
valuable drug when given internally, it is 
suggested that its external use be avoided. 


Marshfield Clinic. 
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Malignant Papulosis with Atrophy (Degos) 


Fatal Cutaneointestinal Syndrome 


RUBEN NOMLAND, M.D., and JACK M. LAYTON, M.D., lowa City 


Enough cases of the fatal cutaneointes- 
tinal syndrome malignant papulosis with 
atrophy have now been reported so that it 
can be considered a clinical and pathologic 
entity. When, in 1942, Degos et al? 
presented their first patient, then having only 
skin lesions, they were unaware of the future 
fatal outcome, but nevertheless felt that the 
patient had a previously undescribed disease 
of the skin. Several months later the man 
died after a severe acute gastrointestinal 
condition. At operation, and later at au- 
topsy, there was no perforation of the in- 
testine, but many yellow lesions of the small 
intestine were found. These atrophic 
lesions of the intestine were identifiable, 
both microscopically and macroscopically 
with the atrophic skin lesions, and were as- 
sumed to have the same causation. 

The history of development, the character 
and type of the eruptive lesions are very 
uniform in all the cases reported. Degos’ 
frst case illustrates the course of the 
cutaneous eruption which proved to be the 
stereotype for almost all subsequent cases 
reported. The eruption begins insidiously 
without symptoms and runs its course, as 
far as the skin is concerned, in an ap- 
parently benign fashion. 

The earliest lesion is a pale red papule 
from 2 to 5 mm. in diameter which in a 
few days becomes umbilicated in the center 
then becomes porcelain white in color and is 
covered by a thin, easily removable, dry 
white scale. The lesion enlarges peripherally 
for two to three weeks, so that the central 
flat depression may become 10 mm. across, 
but the average eruptive lesion is usually 
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about half that size. The periphery of this 
white atrophic lesion is very sharp, elevated 
slightly, rose colored and may show slight 
telangiectasia. After a period of weeks the 
border begins to disappear and a white area 
of atrophy, which is not a true scar, results 
after another month or more. The eruption 
progresses in attacks at intervals of a few 
days or weeks with new lesions appearing 
`n numbers of three or four at a time and 
undergoing the usual evolution, so that at 
any given period lesions in various stages 
of development are found, but the total 
number rarely exceeds 40. Rarely . two 
lesions may fuse to form irregular areas, 
and there is a tendency to angularity with a 
semiquadrilateral outline of some lesions. 
Most of the eruption is present on the trunk 
and proximal parts of the extremities, and 
the scalp, face, palms, and soles are usually 
free. 

The fatal acute intestinal phase usually 
appears several months after the onset of 
the cutaneous phase, but it may be only a 
few weeks, and rarely a year or more. In 
this interval, especially in the cases where 
the intestinal episode was anticipated, the 
patients are in relatively good health and 
laboratory procedures, including x-rays, 
have not demonstrated any particular ab- 
normality. Minor gastrointestinal symp- 
toms may occur, and loss of weight of a 
moderate degree is common. The terminal 
phase develops over a few days with an 
acute surgical abdomen with symptoms sug- 
gestive of general peritonitis with ileus but 
with insufficient findings to make a definite 
preoperative diagnosis. Laparotomy was 
performed on most of the cases and, if per- 
formed early, the only findings which ex- 
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plained the clinical symptoms were yellow 
patches of atrophy up to 2 cm. in diameter 
scattered throughout the small intestine in 
numbers up to several dozen. Later, at post- 
mortem examination there was usually found 
an acute process, either acute perforation, 
or areas of gangrenous bowel with perfora- 
tion, that caused the general peritonitis and 
death. 


Postmortem examination of other organ 
systems, including the blood vessels, have 
revealed no other abnormality which could 
be correlated with the cutaneous and bowel 
changes. The primary pathologic findings 
seem limited to the skin and small bowel 
in the cases previously reported. They are 
similar in these areas and are primarily 
vascular, with the atrophic changes of the 
overlying skin or intestinal mucosa being 
secondary to localized thrombosis of the 
vessels, both arteries and veins. In the skin 
the obliterated larger vessels are in the mid- 
dermis, and in the intestine they are in the 
submucosa. The capillaries are almost en- 
tirely lacking in the superficial sclerotic 
atrophic upper dermis and show marked 
endothelial disorganization in the regions 
peripheral to the sclerotic atrophy. 

In the case we are reporting, the diagnosis 
was made by one of us (J. M. L.) several 
months after the postmortem examination, 
hence there are unavoidable gaps in the his- 
tory, particularly as to the evolution of the 
skin lesions. The patient was a man, aged 
55, who entered the University Hospitals 
on Aug. 11, 1955, as an emergency with the 
chief complaint being severe hiccoughs and 
an acute gastrointestinal illness. He had 
considered himself to be in good health and 
had continued to work until the onset of 
his acute illness, but he had had moderate 
loss of appetite for a week or more pre- 
ceding the acute episode. On about Aug. 8, 
he stopped work at noon because he felt 
weak and his appetite was poor. Later that 
day he began to have sharp pains in his 
umbilical region and he consulted his family 
physician who felt he had mild heat ex- 
haustion and prescribed salt in tomato juice. 
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That evening, hiccups started and continued 
the next day when his physician gave him 
another medication, but his condition con- 
tinued to worsen and the following day 
(Aug. 10) he had vomited 8 or 9 times and 
he had not passed flatus or had a bowel 
movement since shortly after the onset of 
his acute illness. 


He was seriously ill when he entered the 
hospital and on examination his tempera- 
ture was 102, pulse 154, respirations 40, and 
blood pressure 130/100. He was seen in 
consultation by several physicians and the 
impressions that received the greatest con- 
sideration were perforation of a viscus with 
adynamic ileus, or a vascular lesion, either 
thrombosis of a large mesenteric vessel or 
possibly myocardial infarction with gastro- 
intestinal symptoms. 

The history of his skin eruption was very 
sketchy as he had no symptoms from the 
eruption and it had not caused him much 
for three 
months and he had had lesions on the ex- 
tremities and body since the onset. The 
lesions first appeared as papules, which soon 
became depressed in the center and then 
enlarged to form the characteristic eruptive 
lesions which were as large as 1 cm. in 
The center of the lesion was 


concern. It had been present 


diameter. 
white, depressed, and covered by a scale, 
and the periphery was elevated and red. 

Fig. 1—Lateral thigh which shows lesions in 


all stages of development from papules to 1 cm. 
in diameter atrophic lesions. 
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Most of the not more than 50 lesions were 
present on the lower anterior trunk 
(Fig. 1) and lateral thighs. Almost all of the 
lesions were in the mid and late stage of 
atrophy, but a few in the papular stage were 
present. In retrospect, and on examination 
of the Kodachromes, the lesions are dupli- 
cates of those described and pictured by 
Degos and others. He was seen by one of 
us (R. N.) and no diagnosis was made, but 
the impression was that the lesions were of 
embolic origin. 

On the basis of a probable perforation of 
a hollow viscus, secondary peritonitis, and 
shock an exploratory laparotomy was per- 
formed on Aug. 12. No perforation was 
found, but peritonitis was evident at opera- 
tion. The surgeon noted that there were 
innumerable yellow-gray areas of the small 
bowel wall and two larger areas of apparent 
gangrene similar to lesions caused by in- 
farction, but with good pulsating arteries 
up to the bowel wall. A biopsy was per- 
formed of several of the yellowish areas and 
the abdomen was then closed. 


After the operation his condition con- 
tinued to deteriorate, and he died on Aug. 
15, four days after his admission to the 
hospital and one week after the onset of his 
acute abdominal condition. 

Completely necropsy, including the brain, 
was performed. The stomach revealed a 
diffuse gastritis with innumerable areas of 
recent mucosal ulceration. One of these was 
1 cm. in diameter and had perforated and 
was the probable immediate cause of his 
death. There was one similar acute ulcera- 
tion in the ileum and several in the colon. It 
was presumed, from their appearance, that 
these superficial ulcerations, and perfora- 
tion of the stomach, had developed since 
the laparotomy. There was an 8 cm. por- 
tion of the small bowel that appeared 
blackened and gangrenous. The mesentery 
showed no gross changes, and the mesenteric 
vessels were carefully dissected out but con- 
tained no nodules, thromboses, or other 
gross changes. The proximal small bowel 
was dilated and showed innumerable small 
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areas of whitish discoloration varying from 
pinpoint up to 1 cm. in diameter, which 
were not raised or indurated. 

Other organ systems showed only the 
changes to be expected with an acute fatal 
peritonitis and the blood vessels showed the 
normal amount of atherosclerosis for a man 
of his age. There were, however, unex- 
plained small areas of encephalomalacia of 
the base of the brain, but there were no 
gross vascular closures and there was 
minimal atherosclerosis. 


The exact locations of the portions of the 
small intestine taken for microscopic ex- 
amination is not known, and because the 
true nature of the disease was not known 
or suspected at autopsy, it is probable that 
representative sections were not studied. 
The biopsy specimens of the small bowel 
obtained at laparotomy showed an area of 
coagulation type necrosis in the muscularis 
and scattered areas of mild infiltration of 
lymphocytes and plasma cells in the sub- 
mucosa, and there were minimal fibrinoid 
changes and thickening of the walls of the 
small arterioles of the submucosa. 


The lesions in all parts of the gastroin- 
testinal tract were similar. In the areas of 
involvement, the mucosa disclosed patchy 
foci of coagulation necrosis with the 
mucosal pattern persisting, but adjacent to 
these areas the pattern was largely de- 
stroyed by exudation of fibrin, neutrophils, 
and mononuclear cells, although the reticular 
framework of the lamina propria was very 
resistant to damage. 


The muscularis mucosae was present at 
the base of most of these mucosal lesions, 
being destroyed in only a few instances. 
In regions of most severe involvement, 
edema with splitting of fibrils and 
neutrophilic infiltrate was noted; otherwise, 
the muscularis mucosae was intact. - 


The submucosa displayed evidence of 
most extensive involvement. Severe edema 
and capillovenous congestion were diffuse. 
Blood vessel changes were conspicuous in 
and at the margins of areas of involvement. 
Capillaries, arterioles, and venules were 
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most seriously affected although a few small 
arteries and veins were involved also. The 
vessel walls were disorganized and 
thickened with areas of fibrinoid degenera- 
tion and necrosis scattered along their 
courses. The disorganization was due in 
part to endothelial proliferation and in part 
to connective tissue proliferation. Thrombi 
of varying ages and sizes were attached to 
the vessel walls and produced varying de- 
grees of obstruction in the lumina. In- 
flammatory cells were not a regular finding 
in the walls of the affected vessels. 
Lymphangitis was a prominent feature of 
the lesion in the submucosa and muscular 
layers. The myenteric and submucosal 
plexuses were intact. 

A thick layer of fibrinopurulent exudate 
was present on the serosal surface, in the 
subserosal connective tissue, and in patchy 
fashion, in the outer part of the outer 
longitudinal muscle bundle. 

Lesions of small blood vessels parallel to 
those in the small intestine were present in 
kidneys, brain, and heart. The renal in- 
terlobular arteries and afferent arteries to 
glomeruli had irregularly thickened walls 
with intramural deposition of fibrinoid 
material, often eccentric in position. Thick- 
ening of capillary basement membrane was 
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observed in many glomeruli and the degree 
of severity varied from involvement of only 
one lobule of the glomerulus to involvement 
of the whole glomerulus. Fibrin, and pos- 
sibly platelet, thrombi were present in 
arterioles and venules surrounding small 
infarcts in the cerebrum. 

Three specimens of skin were available 
for histologic examination. The one which 
most nearly paralleled the findings of the 
reported cases was from an atrophic lesion 
4 mm. in diameter (Fig. 2). The epidermis 
narrowed suddenly from the normal thick- 
ness of about seven rows of cells, to four 
cells, then to two cells, and in the latter 
areas the cells had lost the appearance of 
prickle cells and appeared as cells with 
elongated nuclei running parallel to the sur- 
face. 

The dermis underlying this atrophic layer 
was almost free of cells and only occasional 
cell remnants of the destroyed capillaries 
were present. The connective tissue was 
sclerotic and made up of smaller fibrils in 
(Fig. 3) this area. The capillaries at the 
edges of the sclerotic area, and in the adja- 
cent apparently normal skin had severe 
disorganization of their endothelial walls, 
and some were obviously closed. Arteries 
at about the level of the sweat glands in 


Fig. 2—Low-power 
X20 of a 5 mm. in di- 
ameter atrophic lesion. It 
shows the very sharply 
marginated atrophic epi- 
dermis of two rows of 
cells, 
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the area of atrophy (Fig. 4) showed endo- 
thelial proliferation and thrombosis, but ar- 
teries distant from the atrophic layer and 
those in the upper fat layer were normal. 
The accompanying veins showed changes 
similar to those in the arteries but much less 
severe. One sweat gland was found in which 
the cells had lost their staining ability and 
seemed to be disappearing. There was no 
inflammatory infiltrate of any appreciable 
degree in any area of the skin. The elastic 
tissue was absent in the immediate subepi- 
dermal region and thickened and diminished 
in the deeper layer. There was spotty loss 
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Fig. 4—Artery and ac- 
companying vein at the 
level of the sweat glands 
Xx 500. The artery is al- 
most completely closed by 
endothelial proliferation 
and is almost free of in- 
flammatory changes. The 
vein shows thickening of 
the wall and an infiltra- 
tion of round cells on one 
side; reduced about 40% 
from mag. 
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Fig. 3—Margin of an 
atrophic lesion xX 140. 
Beneath the atrophic 
areas there are practically 
no cells in the sclerotic 
dermis, and at the left 
the disorganized capillar- 
ies are seen; reduced 
about 30% from mag. 


of elastic tissue in the papillae in areas of 
apparently normal epidermis. 

A specimen from a lesion which was 
probably older showed the same vascular 
changes except further advanced with 
greater sclerosis and also disappearance of 
sweat glands. One from a papular lesion 
with only a small area of epidermal atrophy 
showed the same vascular changes, but in a 
less degree, and there was as yet no involve- 
ment of the sweat glands. 

From these sections it is seen that the es- 
sential pathologic finding in the skin is a 
sharply marginated area of extreme atrophy 
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of the epidermis underlying which there is a 
sclerotic atrophic dermis. Capillaries are 
completely lacking, except for cell remmants, 
in this sclerotic area of the dermis, but at 
the periphery the capillaries have a much 
disorganized endothelium and some are 
closed. Arteries which show the greatest en- 
dothelial proliferation and thrombosis are 
those at the level of the sweat glands, but 
the deeper ones seem normal, It seems log- 
ical to conclude that the skin changes are 
secondary to the vascular closure caused 
by endothelial proliferation and then throm- 
bosis of the arteries of the middermis, and 
probable subsequent closing of the capil- 
laries. 


Kohlmeier’s* report antedated that of 
Degos, but he failed to recognize the dis- 
ease as a unique syndrome and assumed 
it to be a manifestation of thrombangitis 
obliterans in spite of the fact that he found 
no vascular lesions other than those of the 
skin and the submucosa of the small in- 
testine. Kohlmeier’s patient is unusual in 
that he survived one acute abdominal epi- 
sode following resection of 9 cm. of necrotic 
bowel but died in the second attack 13 
months later. The lesions of the bowel at 
the first operation and at autopsy were the 
usual atrophic yellow areas simulating 
healed infarcts scattered throughout the 
small bowel. Lausecker® reported a typical 
fatal case in a woman, who rarely have the 
disease, and he followed Kohlmeier’s classi- 
fication. She had had a stroke 11 years pre- 
viously from which she recovered without 
after-effects. No pathologic changes were 
found in the brain on autopsy. The patho- 
logic findings in the blood vessels were 
almost entirely limited to the skin and ites- 
tine. He made no mention of the cases 
reported in the French literature, but he may 
have been unaware of these reports. 

Degos, from the beginning, recognized 
the disease as a unique syndrome involving 
the skin and small bowel similarly. Because 
of Degos’ work, the case of Tzanck, Civatte, 
and Sidi* was diagnosed on the basis of 
the skin lesions only, as belonging to this 
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syndrome several weeks before the fatal in- 
testinal episode. Extensive studies were car- 
ried out during this period, and, except for 
a small erosion of the stomach, nothing was 
found. He had been treated with penicillin 
and sulfonamides in the period preceding 
the fatal attack. In the case of Basset, Guil- 
aine, and Montfort 7 the diagnosis was made 
and then confirmed by Degos before the 
fatal episode; however, their patient did 
have gastrointestinal symptoms at the time. 
Here also physical examination, and many 
laboratory tests failed to reveal any specific 
or characteristic finding that might explain 
the evolution of the disease. Again preven- 
tive treatment including corticotropin 
(ACTH), tetracyclines, and anticoagulants 
did not prevent the fatal outcome. 

Within the past several years case reports 
have appeared of patients who had the skin 
lesions only and had not yet had the fatal 
intestinal outcome. Cottini and Randazzo 8 
observed a case with mucous membrane and 
genital lesions who had a severe episode of 
gastrointestinal bleeding from which he re- 
covered. Stauffer and Miescher ® reported 
a typical case with skin lesions only and 
no intestinal symptoms during a three-year 
period. They felt that Degos should be 
given priority because of his recognization 
of the syndrome but suggested that the de- 
scriptive phase, “Thrombangitis cutaneo- 
intestinalis disseminata” be used instead of 
Degos’ designation, “Syndrome cutaneo- 
intestinal mortel.” Midana and Zina ! have 
also reported a nonfatal case in which the 
patient had three episodes of acute gastro- 
intestinal distress. 

Of the eight cases reported in the litera- 
ture, seven were in men, of which five were 
in the age group of 16 to 24 and two were 
49 and 59, respectively. In all the cases re- 
ported including the nonfatal ones, the skin 
lesions were very uniform in their appear- 
ance and development, and the histologic 
appearance of these lesions was equally uni- 
form. The above factors are unique, and it 
is easy to accept Degos’ statement that the 
skin disease had not been previously de- 


Vol. 81, Feb., 1960 


MALIGNANT PAPULOSIS WITH ATROPHY 


scribed, and one can make the diagnosis 
before the fatal outcome. In most of the 
fatal cases reported the intestinal findings 
were very similar, with the white atrophic 
plaques in the number of several dozen 
scattered irregularly over the small intestine. 
The acute phase of the gastrointestinal dis- 
ease occurred when there was acute ulcera- 
tion and perforation, presumably in one of 
the above type lesions, or gangrene of a 
segment of small bowel. It is notable that 
Köhlmeier’s patient survived 13 months 
after resection of a 9 cm. portion of bowel. 


The interval between the appearance of 
the skin lesions and the development of the 
fatal intestinal phase varied from three 
weeks to three years but was usually several 
months, Vascular lesions with occlusion of 
arteries primarily, veins and capillaries 
secondarily, are the primary pathologic con- 
dition and are limited to small areas of 
the submucosal and subepidermal tissues in 
the previously reported cases. 


However, in our case there is evidence 
of focal vascular lesions with consequent 
damage in other areas. In the brain the 
areas of encephalomalacia were associated 
with damage to the small vessels, and there 
was similar vascular damage in the kidney 
and a peculiar focal myocarditis was pres- 
ent. These findings show that, if looked for, 
focal vascular changes with damage to the 
tissues are present in other organ systems. 
It is possible that Lausecker’s patient may 
have had brain changes as she had had a 
stroke from which she recovered complete- 
ly, but he noted no abnormal findings at 
postmortem examination. 


The classification of this unique disease 
is not yet established, but because of the 
lack of involvement of other vessels it 
should not be considered a variant of throm- 
boangiitis obliterans. 


The disease process differs from poly- 
arteritis (periarteritis) nodosa in that the 
lesion is primarily an angiitis rather than 
an arteritis, smaller sized vessels are in- 
volved, and all coats of the vessel wall are 
not affected. The skin lesions, if any, in 
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periarteritis nodosa are entirely different 
from those of malignant papulosis with 
atrophy. Therefore, it would seem that, as 
Degos insists, it its a unique disease with 
spotty vascular lesions and subsequent atro- 
phy of the overlying tissues, affecting the 
skin and intestine and, in the present case, 
other organs. 


Summary 


A case of malignant papulosis with atro- 
phy (Degos) (fatal cutaneointestinal syn- 
drome) is reported in a man aged 55. He 
entered the hospital in the terminal phase 
of his disease with a generalized peritont- 
tis of a few days’ duration from which he 
died in about a week from the onset. He 
presented the typical atrophic skin lesions 
of the disease which had been present for 
three months. At operation the equally typ- 
ical focal areas of atrophy of the intestine 
were also found. Postmortem examination 
revealed the typical vascular lesions of the 
skin and intestine identical with those of 
previously reported cases. In addition, for 
the first time in reported cases, similar 
vascular lesions were found in the brain, 
kidney, and heart muscle. 


We feel that this syndrome is a clinical 
and pathologic entity different from throm- 
boangiitis obliterans and periarteritis no- 
dosa to which some of the reporting authors 
have related their cases. 


Department of Dermatology, University Hos- 
pitals. 
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Papulosis Atrophicans Maligna (Degos’s Disease) 


Report of the First United States Case and Review of the Literature 


DON NAYLOR, M.D.; J. FRED MULLINS, M.D., and JOHN F. GILMORE, M.D., Galveston, Texas 


Kohlmeier reported the first case of this 
disease in 1941.1 He regarded it as intestinal 
thromboangiitis obliterans with skin lesions. 
In 1942, Degos, Delort, and Tricot reported 
a second case” and interpreted it as a new 
disease entity for which Degos subsequently 
coined the name “malignant atrophic papu- 
losis.” To date about nine cases have come 
to the attention of European workers. The 
case reported here is apparently the first 
case from the United States. 


Report of a Case 


History—A 25-year-old Negro man was ad- 
mitted to the Dermatology Service of John Sealy 
Hospital on May 19, 1959, with an asymptomatic 
papular eruption of six months’ duration. The 
lesions had appeared first on the chest and gradually 
spread to the abdomen, back, extremities, and neck. 
Four months prior to admission he had developed 
recurrent episodes of knife-like pain just to the 
left of the umbilicus, which had become progres- 
sively more frequent and severer. For the two 
weeks immediately preceding admission the pain had 
been continuous but of variable severity. As- 
sociated with the pain he had experienced anorexia 
and weight loss (21 1b.) but no hematemesis, 
melena, or diarrhea. There had been progressive 
malaise. 


For five months he had noticed some swelling of 
the volar surface of the left wrist which at times 
had been hot and tender. There was associated 
numbness of the tips and inner aspects of the ring 
and middle fingers of the left hand with occasional 
redness of the tips of the fingers. He had had 
some pain in the left forearm, but there was no 
history of aggravation by cold. 


He had been told in high school that his blood 
pressure was elevated. There was a past history 
of two gonorrheal infections and a “hair-cut” 
(genital ulcer) nine months prior to admission. 
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The genital ulcer had been treated with one in- 
jection of penicillin. All of the immediate family ; 
father, mother, and siblings, were living and well. 
There was no family history of hypertension. 


Physical Examination. —Temperature 99.4 (R); 
pulse 120; respirations 23; blood pressure 150/100. 
Weight 126. The patient showed obvious weight 
loss and was in moderate distress with abdominal 
pain. A papular eruption was present with scattered 
lesions on the trunk, neck, and extremities. Palms, 
soles, face, scalp, and mucous membranes were 
spared. The lesions ranged from small, faintly 
erythematous papules to umbilicated papular lesions 
up to 8 mm. in diameter (Figs. 1 and 2). The 
central area of the umbilicated lesions showed 
either a dark central crust or a central area of 
atrophy and porcelain-white depigmentation (Fig. 
2). Careful examination of the head, neck, heart, 
and lungs revealed no significant abnormalities. 
Peripheral pulses were normal. The abdomen was 
flat with normal bowel sounds. There was tender- 
ness to deep palpation a few centimeters to the left 
of the umbilicus. Voluntary muscle guarding was 
present but no rigidity or palpable masses. Rectal 
examination was negative. A moderate, generalized 
lymphadenopathy was present. The patient was 
unable to close the left hand and a slight swelling 
could be seen on the medial volar surface of the 
left wrist. Reflexes were physiological and there 
were no pathological reflexes. 


Laboratory Studies —Admission hemogram: he- 
moglobin 14.1 gm% ; white blood cell count. 7,400; 
polymorphonuclear leukocytes 75%; lymphocytes 
21%; monocytes 3%; and eosinophils 1%. Uri- 
nalysis: sp. gr. 1.026, sugar negative, albumin nega- 
tive, white blood cell-count 15-20/hpf., red cells 
negati¥e, casts negative. Total serum proteins 
were ¥.6 gm% with albumin 4.8 and globulin 
2.8 gng%. The serology was negative and the BUN. 
17 o. Three blood cultures were sterile. The 
amylase was 86, serum calcium 4.8 mEq. 
The R.A. test (latex) was nonreactive. Serum 
electrophoresis on June 3 showed a reversal of the 
A-albumin-globulin ratio with 30% albumin and 
globulin fractions as follows: a: 13.9%, a2 18.3%, 
B 15.6%, y 22.2%. The Swartz-Watson test 
was negative. Urine culture revealed diphtheroids 
and a coagulase negative, nonphage-typeable 
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Fig. 3—Typical in- 
volvement of a small 
artery in a specimen of 
mesentery taken at the 
time of surgical explora- 
tion. Note the acute, 
leukocytic reaction in the 
intima, marked endothelial 
proliferation, and lack of 
involvement of the media. 
There is a mild peri- 
vascular lymphocyte reac- 
tion and edema of 
the surrounding stroma; 


x 300. 


Staphylococcus pyogenes var. aureus sentitive to 
every antibiotic tested. Roentgenographic studies 
consisted of a negative chest film and also of a 
negative G.I. series. Four consecutive precipitin and 
gel tests for lupus erythematosus were negative. 
Old tuberculin (1:10,000) and routine histoplasmin, 
blastomycin, and coccidioidin skin tests were nega- 
tive except for a one plus histoplasmin. Comple- 
ment-fixation studies for histoplasmosis, yeast-cell 
antigen, blastomycosis, and coccidioidomycosis were 
all nonreactive. Biopsy specimen of a skin lesion 
revealed necrobiosis of a wedge-shaped area of 
dermis with little surrounding inflammatory in- 
filtrate. A deep occlusive 


artery showed an 
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endothelial proliferation, while the adjacent super- 
ficial capillaries were dilated and surrounded 
by a moderate perivascular infiltrate. The epidermis 
epidermal vesicle in step cuts. Symptomatic in- 
continentia pigmenti was pronounced. There was 
an overlying parakeratotic scale. Differential stains 
for acid-fast bacilli and fungi were negative. 
Hospital Course—By May 24 the diagnosis of 
Degos’s disease had definitely been established, but 
little therapeutic assistance could be garnered from 
the limited experience of the Europeans. The 
hypertension noted on admission was persistent and 
Huctuated between 130/100 and 170/120. The ab- 


dominal symptoms progressively worsened and on 


Fig. 4—A typical skin 
lesion 
shaped homogenization of 
the dermis with overlying 
atrophy of the epidermis. 
An area of 
is visible to the right of 


showing wedge- 
vesiculation 


the central depression: 


x 42. 


Vol. 81, Feb., 


ae 
i 
wy 


F- ri > 4 eS we ng = Eye 
; s Dys S pi. oaa 





Fig. 1.— Papulosis atrophicans maligna; scattered umbilicated papules 
exhibit the typical porcelain-white central atrophy. 


ov 





Fig. 2.—A close-up of the patient’s back, showing lesions in 
all stages of development. 





Fig. 5. — Subserosal ischemic infarcts are visible on a dilated portion 
of ileum at autopsy. Other hemorrhagic and exudative changes 
seen are secondary to the terminal peritonitis. 
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May 26 the patient’s temperature rose above normal 
for the first time with a spike to 103.4 (O). The 
abdomen was rigid and the white blood cell count 
12,700 with 80% neutrophils. Surgical consultants 
over the lesion was thinned to three- or four-cell 
layers and showed an essentially microscopic intra- 
opened the abdomen in hopes of discovering a 
surgically repairable lesion. The entire bowel was 
found to be studded with small, oval, whitish 
subserosal plaques. No segmental infarctions or 
gross perforations of the bowel could be dis- 
covered nor was peritonitis present. Biopsies were 
performed of mesentery, mesenteric vessels (Fig. 
3), a lymph node, rectus muscle, and skin (Fig. 4) 
and the abdomen closed. Histopathologic analysis 
revealed an acute vasculitis with thrombosis in the 
skin and mesentery, acute inflammation of the 
mesenteric lymph node, and essentially normal 
skeletal muscle. 


After surgery, hypertension, tachycardia, fever, 
and abdominal pain persisted. Electrolyte studies 
revealed a chloride level of 90 mEq., a CO: capacity 
of 23.1 mm. per liter, a sodium of 138 mEq., and a 
potassium of 3.6 mEq. Intensified supportive care 
improved the patient’s general condition very little 
and on May 29, he was started on 16 mg. of 
triamcinolone daily. On May 30th, his temperature 
rose to 104.4 (O), and his pulse rate was 140 with 
a blood pressure of 180/110. He was started on 
1,200,000 units of procaine penicillin with 2 gm. 
of dihydrostreptomycin daily, hydrocortisone 100 
mg. I.M. every six hours and ACTH gel 100 mg. 
I.M. daily. The increasing pain had necessitated 
a gradual increase of analgesics from 32 mg. of 
codeine to 50, 75, and 100 mg. of meperidine HCI 
and finally 16 mg. morphine sulfate with 25 mg. 
of chloropromazine every three hours. By June 2, 
the patient had apparently improved and the hydro- 
cortisone was replaced with 20 mg. of triamcinolone 
four times a day. On June 4, the blood pressure 
reached a high of 230/140 and abdominal distention 
led to dehiscence of the operative incision with 
development of a fecal fistula. From this point 
onward the patient deteriorated rapidly in spite of 
massive doses of hydrocortisone (200 mg. q. 6h. 
I.M.). At no time in the terminal phases did the 
patient’s sensorium appear clouded. On June 9 his 
blood pressure suddenly dropped to shock levels 
and remained low in spite of intravenous levarter- 
enol bitartrate. He died the evening of June 10. 
-= Autopsy—The most striking change at autopsy 
was an extensive acute, fibrinopurulent peritonitis 
which was the immediate cause of death. Multiple 
foci of bowel perforation were found, some as large 
as one centimeter. Two gastric and multiple rectal 
ulcers were found. A subdiaphragmatic abscess 
was discovered which extended down to involve the 
spleen and splenic flexure of the colon. Numerous 
bh * of increased opacity and thinning were ob- 
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served on the intestines (Fig. 5) with corresponding 
shallow ulcerations present on the mucosal surface. 
The heart, liver, and kidneys showed parenchym- 
atous degeneration and there was moderate ad- 
renal atrophy. The epicardium showed focal areas 
of nonadhesive inflammation, When the bladder was 
opened, several necrotic mucous membrane lesions 
were discovered. Permission was not obtained for 
examination of the brain. 

Microscopic examination of autopsy material re- 
vealed a necrotizing and proliferative endarteritis 
of the terminal arteries in the skin, gastrointestinal 
tract, mesentery, and bladder. (A detailed discus- 
sion of the histopathology follows under the section 
entitled Pathology.) The kidneys revealed only a 
scattered, early vasculitis felt to be secondary to 
the severe, terminal hypertension. The epicardium 
revealed a well-organized, fibrous pericarditis. 
Peritonitis, severe debilitation, and possibly massive 
steroid therapy accounted for the remaining signifi- 
cant microscopic findings. 


Clinical Features 


Of the ten cases to date nine have oc- 
curred in men. The case reported here is 
apparently the first ina Negro. Age at onset 
is usually between 15 and 25 although 
several cases have developed as late as the 
fourth and fifth decades.2* Weight loss and 
weakness are constant early symptoms. 

With one exception,’ skin lesions have 
preceded the abdominal symptoms by a 
period varying from a few weeks to several 
years. The eruption generally involves the 
trunk, proximal extremities, and neck and 
always spared the palms, soles, and mucous 
membranes. The face has been reported as 
involved in three cases.* Lesions tend to be 
irregularly round or oval. Oval lesions are 
often arranged with their long axes parallel 
to the underlying dermatomes. The initial 
lesion is a moderately erythematous papule 
which, gradually over a period of weeks 
beconkes umbilicated and develops a central 
scale. {Fully developed papules measure up 
to 8 fam. in diameter with an elevation of 
aboyg 2 mm. s 

As the scale falls off a strikingly white, 
depressed central atrophic area is seen. The 
surrounding edematous border is generally 
described as telangiectatic although this find- 
ing was difficult to confirm in our case due 
to the heavy pigmentation of his skin. 
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Eventually, the surrounding edema and 
erythema subside, leaving the central atrophy 
as a residual. None of the lesions in our 
case reached this stage, some umbilication 
remaining around the lesions at the time of 
death. According to Degos, true scarring 
has not been found * and none was seen in 
any of our biopsy specimens. Other less 
constant findings such as ulcerations,‘ pustu- 
lar lesions,” and halos of pigmentation about 
the papules* have been observed but were 
not seen in the case reported here. The le- 
sions are generally asymptomatic except for 
one case! in which all the lesions were ap- 
parently pruritic and another in which 
only the early papules were pruriginous. 
Evolution of any single lesion apparently 
requires several months. At any one time 
lesions may be seen in all stages of develop- 
ment. The papules do not seem to bear any 
relationship to the skin appendages. 


The onset of intestinal symptoms pre- 
sages impending termination of the disease’s 
course. Episodes of knife-like abdominal 
pain can occur and be poorly localized or 
localized to any quadrant. At first the pain 
lasts only a few hours at a time but with 
each episode the pain persists longer and 
is severer. Terminally, the pain is constant. 
The pain does not appear to be related to 
any activity, such as eating. As the intestinal 
lesions advance, ileus, nausea, vomiting, 
hematemesis, and melena can occur. Ex- 
ploratory laporatomy has proved beneficial 
in only one case! and in the others was 
futile and even, at times, detrimental. As a 
rule no perforations can be found but nu- 
merous yellow to white, subserous plaques 
are seen definitely confirming the diagnosis. 

The interval between onset of abdpminal 
pain and death is usually a matter offa few 
months, although one patient lived )ver a 
*year.t Death is due to a fulminating\peri- 
tonitis secondary to multiple small per?ora- 
tions of the intestine. 


Hypertension has not been previously re- 
ported in this disease, 


Clinically, the differential should include 
the tuberculids, the deep mycoses, the 
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“collagen group” of diseases, factitial derma- 
titis, parapsoriasis varioliformis of Haber- 
mann, infarcts of both septic and embolic 
types, the varieties of “white spot disease” 
—lichen sclerosis et atrophicus and guttate 
morphea—and the anetodermas. None of 
these diseases, however, produce lesions 
which simultaneously show  umbilication 
and porcelain-white atrophy and biopsy will 
rule out most of the above. Of course, once 
the abdominal symptoms develop the diag- 
nosis is confirmed. 


Pathology 


Gross.—The gross skin lesions have been 
described elsewhere with the clinical fea- 
tures. The intestinal lesions consist of 
circumscribed, depressed subserosal plaques 
measuring 0.5 to 1.0 cm. in diameter and 
located principally away from the mesenteric 
insertion (Figure 5). The plaques are yel- 
lowish to dirty white, tending toward an 
oval shape with an irregular border. In our 
case the lesions exhibited no surrounding 
change in the intestinal wall, but others? 
have observed an erythematous border, a 
variation probably related to the age of the 
plaques observed. Lesions also occur in the 
walls of the stomach and colon.},3 


Involvement of the pericardium had been 
previously noted by Basset, et al., although 
neither in their case nor our own could this 
pericarditis be related directly to the primary 
pathologic process. Lesions of the bladder 
wall analogous in every respect to the in- 
testinal lesions were observed for the first 
time in the case reported here. 


Autopsy reveals fibrinous adhesions at 
the sites of intestinal plaques which have 
perforated in addition to the usual findings 
of a fulminating peritonitis. 


Histopathology.—The process in the 
lesions of both the skin and gastrointestinal 
tract is essentially the same. A fibrinoid 
necrosis with endothelial proliferation de- 
velops in the intima of terminal arteries and 
arterioles. —Thromboses develop secondarily 
and lead to an ischemic infarct of the areas 
subtended by the occluded arteries. "fg 
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are also involved although to a lesser degree 
and somewhat later than the arteries.’* The 
elastica and media are seldom extensively 
involved and the perivascular inflammatory 
reaction is generally mild except in the in- 
testinal infarcts where superimposed in- 
fection undoubtedly plays an important role.* 


Early skin lesions show an edematous 
swelling of the collagen bundles of the 
dermis with a mild perivascular infiltrate 
about the vessels of the papillary layer. 
The epidermis shows marked intracellular 
edema which in our case progressed to the 
extent of forming microscopic intraepider- 
mal vesicles. The vesicles were usually supra- 
basilar in location. The epidermis overlying 
an early infarct shows a marked “sympto- 
matic” incontinence of pigment with many 
melanin-laden macrophages present in the 
pars papillaris. As atrophy becomes appar- 
ent clinically, a cuneiform infarcted area 
develops secondary to occlusion of a termi- 
nal artery near the dermohypodermal junc- 
tion. The infarct consists of a homogenous, 
acellular necrobiosis with remarkably little 
inflammatory reaction. Adjacent to the in- 
farct there is edema and a superficial capil- 
lary dilatation which appears clinically as 
telangiectasia. 

Intestinal lesions show much the same 
process except that the vasculitis, thrombosis, 
and inflammation are more marked. All 
layers of the intestinal wall are involved, 
with ulcerations of the mucous membrane, 
and underlying ischemic infarction of the 
muscular coats. 


Comment ^ 


In 1942, Degos, Delort, and Tricot, un- 
aware of the previous work by Kohlmeier, 
reported a case under the name of “atrophic 
papulosquamous dermatitis.” They felt the 
disease deserved recognition as a new entity. 
Later, impressed by the fatal outcome of 
the process, Degos changed the name to 
“malignant atrophic papulosis.” Subsequent 
reports by Tzanck, Civatte and Sidi? and 
Basset, Guilaine and Montfort* appear to 
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support Degos’s original impression of the 
disease’s uniqueness. 


Kohlmeier and Lausecker felt that their 
cases were intestinal thromboangiitis obliter- 
ans with skin manifestations. The major 
flaw in this position seems to be that 
Buerger’s disease tends to involve middle- 
sized arteries such as the ulnar, radial and 
anterior and posterior tibials and, in the 
intestinal variety, the superior mesenteric 
artery. Kohlmeier and Lausecker report that 
in their cases with skin manifestations the 
larger arteries, and, in particular, the superi- 
or mesenteric arteries were spared. For 
these and other less important reasons *® 
the French authors feel Buerger’s disease 
is definitely ruled out as an etiology. 


The French also object to classifying the 
basic vascular lesions with the periarteri- 
tides, arguing that only the intima is in- 
volved in malignant atrophic papulosis if no 
secondary infection has supervened, where- 
as, all layers of the vessel wall are involved 
in fully developed periarteritis nodosa. 


Our case reproduced every clinical and 
histopathological feature reported in pre- 
vious cases, including the skin lesions which 
most observers have considered practically 
pathognomonic. But there were, in addition, 
two findings of major theoretical importance 
which have not been previously mentioned: 
hypertension and the peculiar pain and 
swelling of the patient’s left hand. An 
obliterative thromboangiitis might explain 
the hand symptoms but not the severe hyper- 
tension. Only a periarteritis modosa-like 
syndrome could account for both findings. 


No mention of hypertension has been 
made! by European investigators. Basset’s 
is thg only case in which any note of blood 
pressfire is made, a normal reading of 130/ 
80 of hospital admission. Hypertension is 
seeg in about half the cases of periarteritis 
nodosa and need not be related to renal 
lesions. No renal pathology was found in 
our case to explain the hypertension. An 
additional sign which is typical of periartert- 
tis was the striking tachycardia out of por- 
portion to other signs and symptoms of 
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illness. This patient had a regular pulse rate 
as high as 120 per minute with a normal 
temperature and white blood cell count. 


The electrophoretic pattern seen in this 
case showed an overall increase of globulin 
fractions with a decreased albumin level. 
This finding is consistent quantitatively with 
the pattern seen in periarteritis§ but the 
increase is almost exclusively in the a, and 
«2 fractions producing an unusual and singu- 
lar pattern, Admittedly this pattern was ob- 
tained late in the patient’s course and the 
effect of variables such as his debilitated 
condition and early peritonitis cannot be 
clearly evaluated. 


The age and sex predisposition of papu- 
losis atrophicans maligna does little to settle 
the thromboangiitis-periarteritis argument. 
Both of these diseases affect men predomi- 
nantly and both tend to occur in the younger 
age group. Yet these findings certainly help 
to rule out lupus erythematosus which some 
French authors seem to favor as a possible 
etiology.? | 

In 1952, Zeek grouped five diseases, in- 
cluding pariarteritis nodosa, which were 
characterized by fibrinoid necrosis under the 
title of “necrotizing angiitis’.® Fibrinoid 
necrosis is also a major finding in Degos’s 
disease. Interestingly, among these angi- 
itides the striking localization of papulosis 
atrophicans maligna finds a counterpart in 
the restricted localization of temporal 
arteritis. The inclusion of Degos’s disease 
in this group seems still further supported 
by the presence in our case of severe ter- 
minal hypertension. Since the etiology of 
these angiitides is still largely unknown, 
placing it in such a category fails to gain us 
any real insight into the basic caude, al- 
though, as Degos points out, an se 
tause is an easy hypothesis.® 

Therapy has proved futile and disappoint- 
ing. Once the intestinal symptoms develop 
the course is steadily downhill and invariably 
fatal. Attempts at medical management have 
included the use of antibiotics, anticoagu- 
lants, and steroids. All these drugs have 
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proved of some value in temporarily amelio- 
rating the condition but have failed to alter 
the prognosis. Massive steroid therapy, 
found so useful in producing remissions in 
otherwise fatal disease, such as pemphigus 
and systemic lupus erythematosus, was used 
on our patient and produced only a very 
transient improvement. It appears possible 
that steroids actually hasten the onset of 
fatal perforations and peritonitis when given 
in the terminal stages.* 


From a surgical standpoint, the intestinal 
lesions are always too widespread to make 
resection feasible. Perforations are multi- 
ple and too small to be detected at operation. 
In our case exploration of the abdomen 
appeared to aggravate the condition and 
certainly complicated management. For these 
reasons we feel that surgery is contraindi- 
cated. 


Summary 


A case of papulosis atrophicans maligna 
is reported, Its salient features, such as pre- 
dominence among young men and associated 
fatal abdominal crises are discussed. The 
typical papular umbilicated lesions with 
porcelain-white, central atrophy, and edema- 
tous telangiectatic border are described in 
detail. A description of the intestinal signs 
and symptoms is given. 

The gross and microscopic pathological 
findings are enumerated and the nosology 
of the disease briefly discussed. A sugges- 
tion is made that it is a form of necrotizing 
angiitis. 

Department of Dermatology, University of Texas 
—Medical Branch. 
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Urticaria Pigmentosa with Generalized Tissue 


Mastocytosis and Blood Basophilia 


G. ASBOE-HANSEN, M.D., Copenhagen, 


In recent years there have been several 
reports on urticaria pigmentosa as just one 
phenomenon of a systemic mast-cell disease. 
Mast-cell accumulations have been demon- 
strated in several internal organs and tis- 
sues, giving rise to enlargements of the 
organs and to infiltration, rarefaction, and 
sclerosis of bones and other connective 
tissues.** However, reports on symptoms 
arising from increased formation of mast- 
cell products (hyaluronic acid, heparin, 
histamine, serotonin) have been relatively 
rare. The stimulated connective tissue re- 
generation and fibrosis, which has been 
noted in many cases, is depending on a 
release of ground-substance mucopolysac- 
charides of the hyaluronic acid type by the 
mast cells.° Disturbances of the blood 
coagulation mechanism have been reported 
in a few cases.* They may or may not have 
been related to the content of heparin-like 
substances in mast-cell granules.7 Hista- 
mine, known to be synthesized in mast 
cells,*? may well play a role for the urtica- 
tion of the skin produced by mechanical 
trauma. Whether serotonin (5-hydroxy- 
tryptamine), as an edema substance, partici- 
pates in this process is not clear. Until 
now, serotonin has been demonstrated in 
mast cells of some species but not in man,?° 

The basophil blood granulocytes are also 
called “blood mast cells” because they. have 
some characteristics in common with tissue 
mast cells, primarily the metachromatic 
cytoplasmic granulation containing id 
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mucopolysaccharide. Histamine is also con- 
tained in both cells. Until now, serotonin 
has not been demonstrated to be contained 
in basophils. The size of the basophil blood 
cell does not reach that of the tissue mast 
cell; the nucleus is lobulated like that of 
other polymorphonuclears. The origin of 
the basophils is in the bone marrow, whereas 
the mast cells are developed from young 
perivascular cells in all connective tissues. 


There is some evidence that, in some way, 
the functions of the basophil leukocytes 
are similar to those of mast cells, at least 
in certain physiological conditions.“ In 
some animals with high basophil levels 
(e.g., the rabbit), the number of tissue 
mast cells. is low, whereas in species with 
numerous tissue mast cells (e.g., the rat), 
the count of basophils is low. This suggests 
that certain functions are taken care of by 
the total mass of mast cells plus basophils. 
However, the need of mast cells and 
basophils, respectively, varies according to 
the differences in the physiology of the 
different species. 


Mast-cell tumors and mastocytoma-like 
conditions occur in various species. In man, 
the urticaria pigmentosa represents a 
usually benign condition, which should de- 
serve the term mastocytosis cutis, the urtica- 
tion and pigmentation being due probably 
to a primary patch of diffuse accumulation 
of mast cells in the skin. An increased 
proliferation of basophil blood cells might 
be expected in neoplastic cases of tissue 
mastocytosis. 

After the recent introduction of a direct 
counting chamber method for counting of 
basophils per volume of blood,!!12 reliable 
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basophil leukocytes in human blood may be 
obtained in any laboratory. 

The history up to 1956 of a patient with 
generalized mastocytosis accompanied by 
blood basophilia has been published by 
Asboe-Hansen and Kaalund-Jorgensen in 
1956. The present paper aims at informing 
the dermatologic world of the further devel- 
opment of this unique case. 


Report of a Case 


The patient is a 38-year-old cigar maker. In 
1954, he noted scattered yellowish nodules in the 
skin, showing a tendency of spontaneous regres- 
sion and leaving a brownish spot. In addition, 
flat brown macules developed in the skin, showing 
some tendency to confluence. Mechanical trauma 
elicited urtication, and, constantly, there was some 
itching. Cutaneous hemorrhages occurred only af- 
ter severe injury. His main complaints were 
weariness and dyspnea on exertion. 

Admitted to the Finsen Institute of Copen- 
hagen, July, 1955, he presented the clinical picture 
of urticaria pigmentosa accompanied by dissemi- 
nated cutaneous xanthomata. The pigmented mac- 
ules coalesced, forming a net-like pigmented 
pattern. Traumatization produced a marked urti- 
carial reaction. The xanthomas were firm, yellow, 
hemispherical, projecting lesions, sharply demar- 
cated from the surroundings. The youngest of 
the elements were whitish and pink, like lenticular 
histiocytomas. The oldest were atrophic and 
umbilicated. There were no xanthelasmata on the 
eyelids. On the admission to the hospital, the 
clinical examination did not reveal any signs of 
generalization. 

During the years of 1956-1959, the patient de- 
veloped a hepato- and splenomegaly and enlarge- 
ment of inguinal, axillary, and cervical lymph 
nodes. There were moderate ascites and edema of 
the lower extremities. His appetite was bad. In 
1958-1959 he had sprue-like diarrheas, and his 
weight was decreasing parallel to increasing fa- 
tigue. In December, 1958, a splenectomy was per- 
formed. After this, his condition was somewhat 
relieved. There was a translocation of the liver 
that is now filling the epigastrium extending more 
to the left. 

The following examinations and treatment were 
carried out within the period of 1955-1959 in the 
Departments of Dermatology of the Finsen Insti- 
tute and, from November, 1958, of the University 
Hospital (Rigshospitalet) of Copenhagen. The pa- 


tient has been following the author in these 
movements. 
Skin biopsies of brown-pigmented macules 


showed pigmentation of the basal cells. In the 
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Fig. 1—Urticaria pigmentosa and disseminated 
xanthomas in the skin. Hepato- and splenomegaly 
indicated by painted lines. Inguinal lymph nodes 
enlarged. 


connective tissue, large quantities of mast cells 
were found, particularly around the hair follicles, 
the sweat glands, and in the perivascular areas 
where they formed dense infiltrations (Fig. 1). 
Micr. diagn. Urticaria pigmentosa. 





Fig. 2—Roentgenogram. patches of decreased 
density in lumbar vertebrae 4 and 5. 
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Biopsies of yellow tumors revealed large, foamy, 
lipid containing histiocytic cells (Fig. 2). Micr. 
diagn. Xanthoma. 

Biopsies of whitish-pink tumors: Micr. diagn. 
Histiocytoma. 

Blood.—In the following tabulation the given 
values indicate the fluctuations in the series of 
results. The total number of examinations are 
within parentheses. 

Sedimentation rate (30): 10; 6; 31 
Hb% (42): 100; 74; 112; 98 
Erythr. per cubic millimeter (24): 3.90; 4.50; 

267: 3.97 
Index col. (23): 1.20; 0.95; 1.15 
Platelets (9): 128,000: 360,000; 255,000 
Leukocytes (33): 5,600; 14,500; 6,200; 10,500; 

(splenectomy) 35,300; 22,600 

Rod-shaped (31): 2; 1; 11% 

Segm. (31): 43; 77; 39% 

Eosinophils (31): 4; 1; 22; 10% 

Basophils * (31): 9.5; 5; oy 47 S335 752 3: 


8; 8;. 6; 8; 2: SyS: GS; O57 2: 2:5. ts 
7; 413 GS:re-S 5s (splenectomy) 4; 12; 
14; 7; 2% 


Lymphocytes (31): 42; 12; 40; 23% 
Monocytes (31): 7; 2; 7.5: 1% 

No abnormal or immature cell types have been 

noted in the peripheral blood. 

Erythrocyte fragility (osmotic resistance) (4): 
Normal 

Serum lipids (6): Total mg%: 730; 427; phos- 
Pholipids, mg%, 178; 105; phospholipids, % of 
total, 24; 25; total cholesterol, mg%, 160; 95; 


* The last eight counts were calculated on the 
basis of absolute countings in counting chamber 
of basophils and all leukocytes by the method of 
Boseila™ and performed by him. 
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free cholesterol, mg%, 43; 30; free cholesterol, 
% of total, 27; 39; 31; neutral fat, mg%, 392; 
227 

Serum proteins, electrophoretic determination (5) : 
Total, 7.00; 6.00; 7.00; alb., 2.87; 4.40; 4.10; 
aı-glob., 0.92; 0.30; 0.80; as-glob., 0.85; 0.50; 
0.70; B-glob., 1.18; 0.50; 0.60; y-glob., 1.18; 
0.60; 1.10 

Fibrinogen (1): 0.39% - 

No cryoglobulin (2) 

Heparin resistance (2)+: Protamine titration (2)T 
and thrombin-generation (2)+ tests were normal 
without as well as after vigorous rubbing of 
the skin eliciting severe urtication and itching. 

Serum hexosamine: 127 mg%. The distribution 
of hexosamine in the fractions (paper) was 
normal corresponding to the protein concentra- 
tion. 

Prothrombin time (Owren) (15): 56; 70; 40; 54; 
50; 54; 64; 38; 60; 40; 59; 55; 46; 38; 48 
Prothrombin time ( Quick) (1): Index 20 (normal 

29 sec., patient 132 sec. ) 

Clotting time (6): 3; 4; 3 min. 

Bleeding time (6): LS: 35*.2 

Capillary resistance ( Göthlin) (3): 1955, 75 pete- 
chia (decreased resistance) ; 1956 to 1959, normal 

The following blood tests were normal : i 

Flocculation tests: Thymol (6), Hanger (1), 
Kunkel (1), G.P.-transaminase (2), A p 
transaminase (1), sulfobromophthalein ( brom- 
sulphalein) test (2), galactose test (2), Takata 
(4), urea in serum (2), uric acid in serum 
(2), potassium in serum (2), blood sugar (2) 
Bone Marrow Histology 1955-1959. —The speci- 

mens were cellular and hyperplastic. The eryth- 


t These determinations were performed by Dr. 
Johannes Gormsen. 
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1955 (July) 1955 (Oct.) 1956 1957 
LLL Se, 
Sternum Sternum Iliae Crest Sternum Sternum 
\ 
Stem cells 2.0 4.3 0.3 1.0 2.0 
Promyelocytes 8.7 8.3 6.0 6.3 4.0 
Neutrophil myelocytes 11.3 14.3 16.0 25.7 16.0 
Eosinophil myelocytes 1.7 4.3 1.7 3.3 2.7 
Metamyelocytes 8.7 10.0 20.0 15.7 16.3 
Granulocytes, rod forms 12.3 13.0 11.7 5.0 6.0 
Granulocytes, segmented ° 26.3 14.7 19.3 8.9 11.7 
Granulocytes, eosinophil 1.3 1.7 3.7 3.0 1.0 
Granulocytes, basophil 6.7 10.8 4.7 8.7 15.3 
Lymphocytes ` 19.3 8.0 13.0 8.7 11.3 
Monocytes 0.7 0.7 0.3 
Reticulum cells 2.8 0.3 0.7 0.7 
Plasma cells 0.7 1.3 0.7 0.3 
Megakaryocytes 0. 
Indeterminable 0.7 1.0 
Erythroblasts, basophil LT 0.7 
Erythroblasts, polychromatic 2.3 3.3 1.0 1.0 1.7 
Late normoblasts 3.3 5.0 2.3 11.3 10.0 
a ee ee a a 
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ropoiesis was slightly below normal and of 
normoblastic nature, with no abnormal cell types. 
The granulopoiesis was hyperplastic and shifted 
to the left. The number of granulated basophil 
cells was enormously increased. They were partly 
myelocytes and granulocytes, partly tissue mast 
cells. 

Liver Biopsy (1955)—The perivascular areas 
were infiltrated by well granulated mast cells. 
Along the hepatic sinuses was a great number of 
mast cells containing metachromatic granules. The 
hepatic cells appeared normal. Fibrillar strands of 
connective tissue were present in the immediate 
vicinity of the hepatic vessels. Micr. diagn.: Liver 
tissue with enormous numbers of mast cells. 

Spleen.—(Splenectomy December, 1958. Weight 
2.1 kg. Size, 182012 cm.). The capsule was 
thickened and whitish. Microscopically, this cap- 
sule consisted of thick collagenous bundles with 
some hyalinization. The microscopic structure of 
the spleen was thoroughly changed. The white 
pulp was recognized only in small areas. The red 
pulp was fibrotic and infiltrated with dense masses 
of mast cells, a few plasma cells, some lymphocytes, 
and polymorphonuclear leukocytes. The mast cells 
followed largely the fibrotic strands, in which the 
connective-tissue ground substance was meta- 
chromatic upon staining with toluidine blue. In 
some areas signs of extramedullary hemopoiesis 
were observed. Micr. diagn.: Hyperplastic spleen 
with mast cell infiltration and fibrosis. 

Inguinal Lymph Node Biopsy (1957).—The 
normal structure was scarcely recognizable. No 
germinal centers were seen. There was massive 
infiltration by polygonal and rounded mast cells 
(at least three-fourths of all cells) and to some 
degree by eosinophil granulocytes but no fibrosis. 
A fine-meshed reticulin net was framing single 
or small groups of cells. Micr. diagn.: Lymph 
node with massive mast-cell infiltration, 

X-Ray Examinations.—Thorax: The pattern of 
the right lung shows increased density (1959). 

Lumbar Spine: Patches and bands of decreased 
density (1959). 

Skull, shoulders, humeri, left femur, pelvis, and 
hip joints showed normal appearances apart from 
right-sided hemisacralization. 

Urography, cholecystography: Normal. 

Eyes—Conjunctival swelling and congestion up- 
on minor injury. 

Ophthalmoscopy: A few xanthoma-like tumors 
in the retina (1959). 

Urine (31).—No urobilin, 
sugar. 

Diastase (2): Normal. 

Hormone assays for androgenic hormones, 17- 
ketosteroids and corticoids were normal. 

Neurological examination failed to reveal any 
abnormality. 


bilirubin, protein, 
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Basal Metabolic Rate. —122;133; 118. 
Electrocardiogram.—Normal. 


Comment 


This patient is the only one reported in 
the world literature presenting a blood 
basophilia in connection with urticaria pig- 
mentosa or a generalized neoplastic mast- 
cell disease. He supplies support of the 
modern view that blood basophils have some 
relationship to the tissue mast cells." The 
varying counts of basophils is undoubtedly 
due partly to the fact that different persons 
performed the countings. The unstable level 
might suggest that the increase in the count 
of blood basophils takes place only because 
of leukocytic phagocytosis of mucopolysac- 
charide material released from tissue mast 
cells. However, this is not likely on the 
background of the experiments of Boseila 
and Asboe-Hansen,!* who could not find 
an increase in basophils after incubation 
with heparin or hyaluronic acid. In rabbits, 
Boseila 4+ found a decrease in the number 
of basophils after intravenous injections of 
heparin. A heparin release was not observed 
in this case by repeated testings, even after 
physical stimulation of the skin. 

So, it is not possible to explain the 


xanthomatosis by a disturbance in the blood 
and tissue heparin level. 


Summary 


Report of a case of mastocytosis of the 
skin (urticaria pigmentosa), liver, lungs, 
spleen, lymph nodes, bones, bone marrow, 
and blood (basophilia), associated with dis- 
seminated xanthomata. There was urtica- 
tion and edema of the skin and conjunctiva 
upon ,slight rubbing. The prothrombin 
level was constantly reduced. Splenectomy 
elicited a transitory increase in the basophil 
and the total leukocyte count. The case 
supports the view that basophil leukocytes 
have a relationship with the tissue mast 
cells. 


University Hospital (Rigshospitalet) Depart- 
ment of Dermatology, Copenhagen, Denmark. 
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Urticaria Pigmentosa with Systemic Lesions and 


Otosclerosis 


MARGUERITE R. LERNER, M.D., and AARON B. LERNER, M.D., New Haven, Conn, 


Urticaria pigmentosa both with and with- 
out systemic involvement has been well 
reviewed.1? Recently Davis et al. reported 
the case of an adult with cutaneous but 
no demonstrable systemic lesions of urticaria 
pigmentosa, who had flushing of the face, 
neck, and upper thorax. Analysis of the 
skin containing mast-cell infiltrates showed 
large amounts of histamine. We should 
like to report another interesting patient 
with urticaria pigmentosa and flushing, who 
also had systemic signs of mast-cell disease 
and otosclerosis. 


A 29-year-old white married mother of two 
children was hospitalized at the Yale-New Haven 
Medical Center from Dec. 13, 1955, to Dec. 17, 
1955, for evaluation of possible metabolic disease 
of the bone. During the preceding summer, the 
patient had fallen on a waxed floor and subse- 
quently experienced low back pain. X-rays of the 
pelvic bones showed a granular appearance due 
to disseminated minute areas of increased density 
separated by cystic-appearing areas in the iliac 
wings and ischial and pubic rami. Skull films 
showed internal frontal hyperostosis. The re- 
mainder of the complete roentgen bone survey 
was normal, although calcific densities were seen 
in the soft tissues of the right hip and right 
shoulder. Bone marrow aspiration of the right iliac 
crest was normal. The following studies also were 
normal: complete blood count, urinalysis, liver and 
kidney function, serum calcium, butyl-extractable 
iodine, intravenous pyelogram, barium swallow, 
upper gastrointestinal series, and electrocardiogram. 


The patient’s past history was negative except 
for tinnitus and deafness in the right ear since 
1951 and occasional dizziness. She was discharged 
with a presumptive diagnosis of fibrous dysplasia 
of the ilium and otosclerosis with conductive deaf- 
ness of the right ear. 

The patient remained in fairly good health and 
gave birth to a third normal child on March 30, 


Submitted for publication May 28, 1959. 
Section of Dermatology, Department of Medi- 
cine, Yale University School of Medicine. 


1957. However, because of the persistence of back 
pain, which had been present for almost three 
years, she was again hospitalized, from Dec. 10 
to Dec. 24, 1957. At that time, x-rays of the 
skull, chest, and hands were normal. A biopsy 
specimen of the left iliac crest was taken to 
rule out metabolic or neoplastic disease. A speci- 
men of skin was obtained from the chest at the 
same time because fine, macular, red, nonexcoriated 
lesions were noted over the trunk and legs. The 
skin biopsy was reported as showing nonspecific 
chronic dermatitis with slight hyperkeratosis, 
moderate hyperpigmentation in the basal and 
dendritic cells of the epidermis, and a mild in- 
flammatory infiltrate composed of lymphocytes and 
histiocytes surrounding the superficial capillaries. 
The bone biopsy was reported as showing diffuse 
miliary foci of eosinophil-cell production from 
reticuloendothelial centers with a large number of 
mast cells grouped and scattered in the marrow 
and was considered compatible with a miliary 
type of eosinophilic granuloma of bone, although 
an unusual allergic response was not ruled out. 
The discharge diagnosis following this hospitaliza- 
tion was bone disease of undetermined origin. 


On Jan. 16, 1958, three weeks after her dis- 
charge from the hospital, the patient was referred 
to the dermatology clinic because of her skin 
rash. The patient stated that this eruption had 
been present as long as she could remember, at 
least from the age of 5. The rash was less obvious 
during the summertime because suntanning dimin- 
ished the contrast between the lesions and sur- 
rounding uninvolved skin. 


The only new information of significance in 
the patient’s history was that walking upstairs 
or other forms of exercising caused her to feel 
faint and light headed and was associated with 
markéd flushing of her face. Whenever she took 
a warm shower or irritated her skin even by 
slight rubbing, red welts erupted over her body. 
Itching was noticed occasionally, more often when 
she thought about the lesions. 


On physical examination the patient was seen 
to be an attractive young matron in apparently 
good health. The skin of the neck, thorax, arms, 
and thighs showed reddish-brown flat lesions of 
varying shapes and sizes, but usually 2 to 8 mm. 
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in diameter. Stroking the lesions produced wheals. 
The clinical diagnosis was urticaria pigmentosa. 
The pathology report on skin and bone biopsies 
taken while the patient was hospitalized on the 
orthopedic service was reviewed, and it was 
realized that these findings were consistent with 
the clinical diagnosis. 

The patient was seen again by an otolaryngolo- 
gist and diagnosed as having bilateral conductive 
hearing loss due to otosclerosis. There was no 
family history of this disease. Mastoid films were 
normal, but sinus films showed almost complete 
obliteration of air space in the right maxillary 
antrum thought to represent mucoperiosteal thick- 
ening within the cavity but not increased bone 
formation. Surgery performed in August, 1958, 
and March, 1959, consisting of mobilization of 
the right and left stapes, alleviated the symptoms 
of otosclerosis. Hearing improved, and tinnitus 
decreased. 

At present, the patient still experiences dizzi- 
ness and flushing of the face after exercising. An 
exercise test was performed by walking the pa- 
tient up and down six flights of stairs.. This pro- 
duced visible redness of the face, a sensation of 
flushing, and a pounding headache. These signs 
and symptoms cleared within 15 minutes. Blood 
samples taken before and after exercise were 
analyzed for histamine and serotonin. The hista- 
mine determination was unsatisfactory. Only mi- 
nute amounts of histamine are present in blood. 
In the bioassay for this substance an inhibitory 
factor in the patient’s serum interfered with the 
response of the guinea pig ileum to histamine. The 
serotonin levels were normal, which was not 
surprising in view of the fact that human and 
canine mast cells, unlike those of rodents, do not 
contain appreciable amounts of serotonin. 

The patient did not desire treatment, so it was 
not possible to evaluate the effect of antihistamines 
or other drugs on her symptoms. 


Comment 


This patient showed cutaneous and sys- 
temic lesions of urticaria pigmentosa. Sys- 
temic involvement was indicated by the 
presence of back pain, as well as x-ray and 
biopsy evidence of bone changes. In addi- 
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tion the patient had flushing of the face, 
light headedness and dizziness on exercising 
which probably resulted from histamine re- 
lease. She had learned to modify her 
activities in order to reduce the incidence 
of these symptoms. She was of particular 
interest because of the occurrence of 
otosclerosis. In this disease deafness of 
the conductive type results from formation 
of new spongy bone, or vascular osteoid 
tissue, in the capsule of the labyrinth. This 
replaces the old bone and causes fixation 
of the footplate of the stapes in the oval 
window so that the sound waves cannot 
be conducted. It is possible that mast cells 
invaded the labyrinth so as to produce 
otosclerosis in this patient. There was no 
history of deafness in the family. 


Summary 


A 33-year-old woman with urticaria 
pigmentosa had characteristic skin lesions, 
back pain, x-ray and biopsy evidence of 
bone changes, flushing of the face and 
bilateral otosclerosis. It is possible that all 
these symptoms and signs resulted from a 
defect in mast-cell metabolism. 


Dr. Nicholas Giarman of the Department of 
Pharmacology, Yale University School of Medi- 
cine, carried out the histamine and serotonin 
analyses. 


Section of Dermatology, Yale University School 
of Medicine, 333 Cedar St. (11). 
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Diffuse Cyclic Hair Loss in Women 


WILLIAM B. GUY, M.D., and WALTER F. EDMUNDSON, M.D., Pittsburgh 


Frequently encountered in dermatologic 
practice is the woman who is “losing her 
hair.” Needless to say, the emotional over- 
tones in this situation are great. Some men 
take the state of their hair seriously. Prac- 
tically alk women do. The feminine attitude 
toward this is suggested by a traditional 
punishment that has been dealt women 
through history. To be shorn and shaven 
is a particularly severe form of reproach. 
Berg! expressed woman's concern about 
her hair very well. “Woman is herself 
constantly doing something to her hair. She 
even carries a little mirror everywhere with 
her with the principal object of looking at 
her hair to see that it is all right. Obvi- 
ously it is a source of anxiety to her.” 

This presentation deals with a transitory 
hair thinning which after a varying period 
stops and is usually replaced by new hair 
growth. The occasional permanent hair loss 
in older women is much slower in develop- 
ing, taking several years to reach its per- 
manent maximum. Alopecia totalis or 
universalis starts with a progressive series 
of areate patches or happens all at once in 
a few days. The occasional instance of 
male-type, patterned baldness in women is 
associated with other masculinizing effects 
in a usually obvious picture of endocrine 
imbalance. These are distinctly different 
pictures from the condition under consid- 
eration. 

In their text, Pillsbury, Shelley, and 
Kligman,? have an excellent description of 
the growth cycles of hair. They tell how 
systemic stresses, disease, Or physiologic 
situations cause many scalp hairs to enter 
the resting phase prematurely. “These may 
then be depilated during combing and 
washing, and this sudden defluvium often 
causes alarm.” 


Submitted for publication April 27, 1959. 


Savill? in her book, “The Hair and the 
Scalp,” described “diffuse hair fall without 
disease of the scalp.” This is an excellent 
account of the condition described herewith 
except that she, too, attributes all such cases 
to transitory or permanent conditions of 
general disease. She mentions scarlet fever, 
tonsillitis, severe nervous shock, or any 
febrile disease as being etiologic. She lists 
chronic illnesses, such as anemia, leukemia, 
diabetes, thyrotoxicosis, and malnutrition 
as causing a slower, more prolonged de- 
fluvium. 


Most standard dermatologic texts also 
consider transitory diffuse hair loss in con- 
nection with obviously altered physiologic 
states. Major surgery and parturition are 
often mentioned causes. Sabouraud * in his 
book on diseases of the scalp described 
diffuse hair loss in women in association 
with seborrhea of the scalp. 

Diffuse cyclic hair loss in women is sug- 
gested as a name to be applied to this not 
uncommon condition. It occurs in transi- 
tory episodes, lasting for several weeks 
usually. It is the source of much perplexity 
because there is no apparent cause. Those 
afflicted would invariably seem to be women. 
Men consult physicians about hair loss, but 
when they do the elements of the expected 
and the inevitable are there. No explana- 
tions are necessary. When it occurs to an 
alarming extent in a woman she is upset, 
apprehensive, and wants a satisfactory rea- 
son given for this turn of events. 

Inability to produce a reason is a salient 
feature of this picture. If diffuse hair loss 
occurs in the first few weeks post partum 
or after a general anesthetic the process is 
accepted. But this occurs when there has 
been no such preceding circumstance or any 
prior illness. The typical patient is a vig- 
orous otherwise healthy woman. In grasp- 
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ing for causes, menopause would probably 
be accepted as a reasonable one, but only 
occasionally is it a precursor of or con- 
current with the defluvium. 


It is diffuse and apparently equal in all 
areas of the scalp. There is no suggestion 
of a Hippocratic pattern of baldness that 
is seen in the male. The degree varies 
greatly. In most instances it is mild, in fact 
has all but stopped by the time the physician 
is consulted. The patient’s alarm has not, 
however, and thus the physician is confused 
by the patient’s concern about her hair. 
Only occasionally is it still going on to a 
marked degree. One gentle pluck may 
loosen five or six hairs. It may progress to 
the point where the patient cannot appear 
in public without head covering. 


This condition is by definition cyclic and 
reversible. We have in three instances man- 
aged to keep the patient under observation 
while it reached its peak to a severe degree 
and then regrew. In one patient it has 
occurred for a third time in a period of 
five years. It is not easy to keep these 
women under observation. Their agitation 
in the face of a seemingly inexorable course 
of events is great. Even when it has stopped 
they are hard to reassure. As often hap- 
pens in skin diseases in women, guilt feel- 
ings about adornment and cosmetics come 
out. Cold waves, hair sprays, and tints are 
blamed. This has been encouraged some- 
what by the medical profession. Shortly 
after the cold wave came into use, several 
articles appeared attributing diffuse alopecia 
to application of salts of thioglycolic® acid 
to the hair. Similar articles blaming 
selenium sulfide would also seem to be 
describing this process.® Careful question- 
ing of our patients has uncovered no reli- 
able association of this situation with prior 
application of these chemicals. 


Like so many other unexplained disease 
states today, this process seems to be helped 
by corticosteroid hormones. It has to be 
given in fairly heavy, so-called pharmaco- 
logic doses for at least two to three 
weeks, and then very slowly withdrawn. 
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It is hard to evaluate whether it is regularly 
effective, but the authors have come to 
depend on it. Perhaps it operates through 
the cerebral cortex or the thalamus, but 
administration of these drugs seems to quell 
the clamor of complaint and anxiety that 
most of these patients set up. Their effect 
would perhaps indicate that this process 
is a stress phenomenon, but careful ques- 
tioning of patients with this in mind has 
uncovered no regular association between 
the episode of hair loss and any emotional 
upheaval or situational difficulty. 


Comment 


This is a description and documentation 
of a rather common type of hair loss seen 
in the authors’ practice. Casual questioning 
of dermatologic colleagues has indicated 
that it is encountered by others as well. 
Yet no modern textbook in English makes 
any reference to it. Nor did a careful sur- 
vey of medical periodicals for the last 10 
years uncover any descriptions of it. 

It is probably a physiologic phenomenon. 
It could be called pathological only when it 
occurs to such a degree that it is disfigur- 
ing. However, the perturbation of the pa- 
tients who consult us at least is extreme. 
It is transitory and reversible. This de- 
scription does not apply to those occasional 
women whose hair becomes permanently 
diffusely thin in middle or later life. 

It perhaps has its counterpart among 
men. Yet the fact that it is nonpatterned 
and present in the gender that should not 
have to expect the possibility of baldness 
makes its occurrence in them so much more 
vivid. 

It is fairly easy to guess what happens. 
In these people a significant per cent of 
hairs enter the resting phase simultaneously. 
When they fall out in a short period of 
time, the situation causes alarm. If there 
is an illness or altered physiologic state 
just before this happens, there is an accept- 
able explanation. If not, the physician 
consulted must offer the patient a convinc- 
ing reconstruction of these events to quiet 
the patient’s fears. 


Vol. 81, Feb., 1960 


HAIR LOSS IN WOMEN 


The process seems to be arrested, slowed, 
or aborted by the administration of cortt- 
costeroid hormones. 


Summary 


Diffuse cyclic hair loss in women is 
suggested as an addition to dermatologic 
nomenclature to describe this situation. 


University Square No. 1, 4625 Sth Ave. 
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Photographic Evidence of the Spontaneous Involution 


and Disappearance of Pigmented Nevi 


Case Report 


WALTER B. SHELLEY, M.D., Philadelphia 


Although much is written concerning the 
malignant potential of nevi, little is to be 
found in the literature concerning their 
spontaneous involution.’ One can recog- 
nize the difficulty in learning the long- 
term natural history of these multiple, small, 
harmless lesions. Until recently a much 
larger and more dramatic lesion, the imma- 
ture hemangioma, had a poorly discerned 
natural history. The literature seems to 
assume tacitly that nevi persist, never dis- 
appearing spontaneously. Yet patients from 
time to time assert that certain moles have 
faded away. Indeed once the physician’s 
attention is directed to a depigmentary 
process about a nevus, he may find the 
mole itself will involute over a period of 
months or years. Thus, it can be seen that 
nevi may disappear, but in this instance 
with distinctive although poorly understood 
concomitant color change.2 Another clue 
concerning a potentially favorable prog- 
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nosis for nevi is found in the literature 
concerning the histology of nevi. Lund and 
Strobbe,* for example, have found that as 
nevi age they progressively undergo dis- 
tinct changes in their architecture. Cook 4 
suggests that nevi may eventually involute. 
During this past year, Braitman® described 
the spontaneous clinical appearance of a 
junction nevus. Finally, recent studies by 
Stegmaier,® of an epidemiologic nature, in- 
dicate that older patients have fewer nevi 
than younger persons do. 

Nevertheless, specific data on specific le- 
sions are scarce. This has led us to report 
the following photographic evidence of the 
spontaneous disappearance of one nevus 
and the involution of others on the face of 
one of our patients, as observed over a 
four-year period. 


Report of a Case 


This 13-year-old, healthy, white youth was first 
seen by us on Jan. 19, 1955, for evaluation and 
treatment of multiple pigmented lesions of his 
face and neck. According to history, these had 
been present since birth. Some were showing 


Fig. 1—A. View of right side of face of patient at age 13. B. View of left side of face 


of patient at age 13. 
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Fig. 2—A. View of the right side of face of same patient at age 17. Note that a large 


nevus on the lower cheek has completely disappearad spontaneously. All of the other nevi are 
less in size and color. B. View of the left side of face of same patient at age 17. A scar of 
the biopsy done four years ago is barely discernible on the upper part of cheek. Suture is 
seen at recent removal site at nasolabial fold. All of the nevi are showing clinical involution. 


growth activity coincident with puberal changes. 
Figure 1 A and B shows the clinical appearance 
of approximately 30 lesions seen at the time of 
the first visit. The lesions could be identified 
clinically as pigmented nevi and removal of the 
uppermost lesion on the left cheek permitted histo- 
logic confirmation. Nests and strands of melanocytic 
nevus cells were found in both the epidermis and 
the corium. 

After an interval of four years, the patient was 
seen again and the old photographic records se- 
cured for study. It became apparent at once that 
the large dark nevus on the anterior lower right 
cheek had completely involuted. Furthermore, it 
could be seen that all of the nevi were spon- 
taneously disappearing. Each was appreciably 
smaller and less pigmented (Fig. 2 A and B). At 
no time has the patient been treated nor had any 
leukodermatous changes been observed. Biopsy of 
a representative nevus (left upper lip) showed 
numerous nests and strands of nevus cells in the 
corium. The epidermis appeared normal. 


Comment 


Photographic evidence is presented show- 
ing the complete spontaneous involution of 
a nevus from the face of an adolescent pa- 
tient. Only by recourse to the objective 
findings of the camera could one be certain 
of the clinical change. Neither the family 
nor the patient was aware of the disap- 
pearance of a specific “mole.” It is likely 
that careful comprehensive routine photo- 
graphs of the skin of large groups of 
people over five- or ten-year periods might 


Shelley 


well reveal the disappearance of some nevi, 
as well as the emergence of others. This 
approach is one way of securing a more 
adequate knowledge of the life cycle of the 
melanocytic nevus. 


Summary 


Photographs are presented to show the 
disappearance as well as involution of pig- 
mented nevi during a four-year period. It 
is surmised that nevi may disappear more 
commonly than is now generally believed. 


University Hospital, 36th and Spruce St. (4). 
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Diffuse Leprosy 


Case in a Louisiana Negro 


VINCENT J. DERBES, M.D.; MONROE SAMUELS, M.D.; OLLIE P. WILLIAMS, M.D., and 


JOHN J. WALSH, M.D., New Orleans 


It was in 1852 that Lucio and Alvarado 
described a form of leprosy as “Lepra 
manchada ó lazarina” which had been ob- 
served by them at the San Lázaro Hospital 
in Mexico City. Although their description 
was excellent, this form of the disease was 
essentially forgotten until it was restudied 
by Prof. Fernando Latapi. In addition to 
circumscribed, erythematous spots (“‘man- 
chas”), chiefly on the extremities, which 
went on to vesiculation, superficial necrosis 
and scarring, other salient features were 
summarized by Lucio and Alvarado (p. 10) 
as follows: “In general, the loss of the 
eyebrows is of such value for diagnosis, 
that united with the diminution of sensitiv- 
ity and the disease of the nasal mucosa 
which we will mention later, without there 
being any other alteration, one may be sure 
that an individual is attacked by the dis- 
ease of San Lázaro, and that this will very 
probably manifest itself in the spotted 
(“Manchada’) form.” Lucio also stressed 
the poor prognosis. 


In a series of papers Latapi and other 
Mexican dermatologists elaborated further 
details. In a lecture given before the Pa- 
cific Dermatologic Association which met 
in Mexico City in 1955 Latapi referred to: 
“The diffuse generalized infiltration of the 
skin, at the beginning ‘succulent, especially 
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on the face and hands, giving a healthy 
appearance (which someone whose name 
we do not remember called ‘lepra bonita,’ 
pretty leprosy) but also reaching the stage 
of moon face, and later giving rise to 
atrophy, as in senile skin. On the limbs, 
particularly the lower ones, generalized 
infiltration with innumerable terminal neu- 
ritis causing anhidrosis, dryness and even 
a frankly ichthyosiform aspect.” Arnold 
has pointed out that in many respects dif- 
fuse leprosy is like ordinary lepromatous 
leprosy: the gradual onset, the generalized 
involvement of the skin, the relatively sym- 
metrical nerve involvement, the nasal le- 
sions, the loss of eyebrows, the abundant 
bacillli, the lepromatous histology, the fre- 
quent positive tests for syphilis, the nega- 
tive Fernandez (48-hour) and Mitsuda 
(3-week) lepromin tests and the progres- 
sive downhill course. In other respects, 
Arnold continues, it is unlike lepromatous 
leprosy: lesions of the eye and larynx are 
rare, the Medina (4-5 hour) lepromin test 
is often positive and, most extraordinary 
of all, the classic and almost definitive 
lesions of lepromatous leprosy, the circum- 
scribed granuloma, the leproma itself, never 
occurs. 


It is now clear that Lucio was in error 
in believing that this aspect of the disease 
is confined to Mexico. Thus, Romero esti- 
mates that 30% of the cases in Costa Rica 
are of this type. Obermayer reported a 
case from California, and Arnold one from 
Hawaii. It has been stated to occur also 
in Brasil, Argentina, and Spain (the last 
questioned by Dr. Félix Contreras of Ma- 
drid). Regardless of the ultimate distribu- 
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SS eee 
Fig. 1—Clinical appearance of patient. To be 
noted particularly are the polygonal scars, ulcers 
over the knuckles and elbows, lack of lepromata, 
and absence of eyebrows and eyelashes. 


tion of the Lucio phenomenon, it seems 
safe to accept as verified Latapi’s predic- 
tion that it will be found in other places as 
soon as it becomes better known. 

In the case presented herewith, the pa- 
tient left his 
Louisiana. Obermayer’s patient was a na- 


has never native state of 


tive born American of Mexican parents 


who may well have contracted his disease 
but who Sonora, 


in California. did visit 


where his parents were born, for six 
view of the both of 


Obermayer’s patient and of our own to 


months. In failure 
receive a correct diagnosis promptly, in 
spite of being seen by experienced derma- 
tologists, it was considered desirable to 
report this case. 


Report of a Case 


The patient, admitted to Charity Hospital Nov. 
5, 1956, is a 52-year-old Negro sawmill worker, 
and a life-long resident of Alexandria, La. He has 
never been out of this state, even for short visits. 
In his view, he was perfectly well until 1951, 
when he was struck on both lower legs by a saw. 
The injured sites became “infected,” extended, and 
rendered him unable to walk. Over the next few 
years he developed new lesions, not only of the 
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view to emphasize the 


Fig. 2.—Close-up 
madarosis. Scars over brow represent biopsy sites. 


legs and feet, but also of the arms and hands. 
Initially, there is a small purple hyperpigmented 
macule, which becomes vesiculated, then encrusted 
and ulcerated. It heals leaving a soft depigmented 
scar with almost geometrical contours; some of 
these scars are triangular, some parallelograms, 
and some polyhedral. He was treated by a number 
of physicians and then admitted to a regional 
veterans hospital on two occasions, in 1955 and 
1956. He was considered by the then consulting 
dermatologist to have pyoderma and syphilis, the 
latter diagnosis based on positive serologic tests. 
After treatment with penicillin these tests reverted 
to normal, but there was little or no improvement 
in the skin lesions. 

He has had frequent episodes of epistaxis for 
the past several years. There has been a loss of 
47 pounds since onset of illness (160 to 113). 
There has been recurrent, moderate pain in the 
legs. He lives with aged parents, but neither they, 
nor any of his friends, have similar disease. 

On physical examination one thin,, 
emaciated, chronically-ill acute 
distress. Vital signs: temperature 97.8, pulse rate 
128 per minute, respiratory rate 20 per minute, 
blood pressure 100/70. There is severe atrophic 
rhinitis with crusting and frank pus in the nose. 
There is bilateral as well as crusting 
and pustulation of the external ears. There is 
atrophic pharyngitis with slight hyperpigmentation 
of the mucosa of the throat. Poor oral hygiene 


sees a 
person in no 


sinusitis 
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Fig. 3.—Section of skin 
from eyebrow, showing 
the typical lesion of 
lepromatous leprosy. 
There is slight atrophy 
of the epidermis and 
large accumulations of 
foamy “lepra” cells in 
the corium; hematoxylin 
and eosin 





Fig. 4—Acid-fast stain 
on section 1, showing 
the large numbers of 
lepra bacilli. Fite acid- 
fast stain. 
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teeth are seen. The re- 
mainder of the general examination is within 
normal limits except that there is clear-cut atrophy 
of the muscles of the lower extremities. He is 
unable to walk. 


and numerous carious 


The neurological examination (Dr. Ruth Pater- 
son) discloses normal findings with reference to 
cranial nerves and deep tendon reflexes. There is 
peripheral neuropathy of the lower extremities 
and both ulnar nerves are palpable. 

There is definite loss of pain sensation over 
the area served by the ulnar nerves; loss of light 
touch sensation over the dorsum of the hands and 
distal dorsal aspect of the forearms, and the distal 
3rd and 5th phalanges bilaterally. There is dimin- 
ished sensation in both feet associated with numb- 
ness. There is motor function pain in the hands, 
and right middle finger drop. There are no con- 
tractures. Examination of the eyes, including 
slit-lamp study, discloses normal findings. 
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Fig. 5.—Section 
through ulcerated area on 
arm. There is a marked 
panniculitis with areas of 
necrosis and acute in- 
flammation extending deep 
into the subcutaneous 
fatty tissue. Acid-fast 
stains showed numerous 
acid-fast bacilli; hema- 
toxylin and eosin. 


The skin survey discloses complete loss of eye- 
brows and eyelashes. There is thinning of the 
scalp hair generally but especially over the occiput 
and nape of the neck. Several small (1-2 cm.) 
hyperpigmented macules are noted on the flexor 
surfaces of the forearms and on the anterior chest 
and left cervical region. A distinct erythematous 
border is seen on each of these lesions. 


A 5X5 cm., deep, ulcerous pustular encrusted 
lesion is present on the dorsum of the right hand 
overlying the second and fourth metacarpals and 
extending very deep into the subcutaneous tissue, 
apparently involving the tendons. The periphery 
of the lesion reveals healing with granulomatous 
reaction. 


There are encrusted vesicular plaques 1-3 cm. 
in diameter on the skin of the dorsal and ventral 
surfaces of arms and forearms, chest, neck, upper 
back, and lower legs. 
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Fig. 6.—Section 
through ulcerated area 
on arm. Artery in upper 
corium showing marked 
acute arteritis and acute 
inflammatory infiltrate in 
the surrounding tissue; 
hematoxylin and eosin. 


Numerous depigmented, superficial scarred plaques 
1-3 cm. are found on the arms, neck and chest, 
and lower legs. Several large, encrusted, pustular, 
granulomatous ulcers are observed about the ankle 
and lower legs bilaterally, with a very intense 
stasis dermatitis and hyperpigmentation of the 
surrounding skin. Some of the areas appear to be 
possible early gangrene, but perhaps this repre- 
sents a hyperpigmentary response to previous in- 
flammation. 


No lepromata are present. 


The impression on admission was acquired epi- 
dermolysis bullosa versus factitial dermatitis. The 
patient was presented to the Louisiana Dermatology 
Society and the prevailing opinion was that the 
lesions were self-induced. No clinician suggested 
the possibility of leprosy. The diagnosis was es- 
tablished by the pathologists. 
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Laboratory Data.—Smears from nasal mucosa, 
lobe, and “normal” skin contain enormous 
amounts of acid-fast bacilli. 


ear 


Biopsy Specimens 


Skin.—Eyebrow: The epithelium shows some 
atrophy and a slight degree of hyperkeratosis. 
There is plugging of the hair follicles with kera- 
totic material, but the follicles are not atrophic, 
and hairs are present in the deeper portions of 
the follicles. Some of the follicles show organisms 
compatible with Demodex. The sebaceous glands 
are normal in appearance. Scattered throughout 
the corium, in both the superficial and the deeper 
portions, are focal collections of fairly large cells 
with pale-staining foamy cytoplasm. Some of these 
collections are arranged around some of the smaller 
blood vessels. No inflammatory infiltrate of an 
acute or chronic nature is seen around these cells. 
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the tissue shows the foam 


stain 
cells to contain large numbers of acid-fast bacilli. 


Acid-fast on 


Lesion on Arm—The epithelium is atrophic. 
There is also some atrophy and keratotic plugging 
of the hair follicles. The subepithelial collagen is 
slightly hyalinized and shows a decreased number 
of nuclei, Scattered small foci of “foam” cells 
are seen in the upper corium, some of them 
around blood vessels. These foci are infiltrated 
with polymorphonuclear leukocytes, lymphocytes, 
plasma cells, and nonvacuolated macrophages. The 
most striking lesion is an acute vasculitis and 
thrombosis of some of the deeper blood vessels. 
There is. marked thickening of the vessel wall 
and infiltration with acute and chronic inflamma- 
tory cells. The lumens of some of the vessels 
contain hyaline thrombi. There are scattered areas 
of necrosis, particularly about some of the sweat 
glands and also within the adipose tissue in the 
deep corium. The necrotic lesions show infiltration 
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Fig. 7.—Section 
through artery. There 
are large numbers of 


acid-fast bacilli in the 
intima and the wall of 
the vessel. Fite acid-fast 
stain, 


with polymorphonuclear leukocytes, lymphocytes, 
plasma cells, and occasional foamy macrophages. 

Acid-fast stain on the tissue shows large num- 
bers of acid-fast bacilli in the areas of vasculitis, 
in the necrotic areas, and also within the foam 
cells in the upper corium. 

Liver—There is a periportal infiltrate consist- 
ing of lymphocytes, macrophages, and rare eosin- 
ophils and polymorphonuclear leukocytes. Many of 
the macrophages have voluminous, foamy cyto- 
plasm. In addition, there are focal infiltrates of 
foam cells throughout the parenchyma of the 
liver, some around the central veins, and others 
midzonal in docation. Many of the Kupfer cells 
show a similar type of foamy cytoplasm. The 
parenchymal cells of the liver are essentially normal 
in appearance. 

Acid-fast stain shows large numbers of acid- 
fast bacilli within the previously described foam 
cells. 
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Fig. 8—Vein showing 
acid-fast bacilli in the 
intimal cells. Acid-fast 
stain. 


Special stains for the presence of amyloid are 
negative. 

Kidney.—The section of the kidney stained with 
hematoxylin and eosin is essentially normal in 
appearance, 

Special stains for acid-fast 
amyloid are negative. 

Peripheral Blood—Blood was drawn from the 
patient and double oxalate used as an anticoagu- 
lant. The blood was spûn in a Wintrobe hematocrit 
tube, and the buffy coat of white cells was as- 
«pirated and smeared on glass slides. Acid-fast stain 
on this material showed rare cells filled with acid- 
fast bacilli to be present in the peripheral blood. 

Bone Marrow.—The erythroid, granulocytic, 
and megakaryocytic elements of the marrow are 
normal. There are increased numbers of plasma 
cells seen. The red cells on the smear show marked 
rouleaux formation. There are scattered macro- 
phages which have a vacuolated, foamy cytoplasm. 
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These range from cells showing but one cyto- 
plasmic vacuole, to cells in which the vacuoles 
have displaced the nucleus to one side of the cell 
and have distorted the shape of the nucleus. 

Acid-fast stains on the marrow smears show 
these vacuolated cells to be filled with acid-fast 
bacilli. 

There is moderately hypochromic, slightly micro- 
cytic, anemia with a moderate number of target 
cells. Hemoglobin 9.7 gm., 4,140,000 red blood 
cells per cubic millimeter, packed cell volume 32%, 
mean corpuscular volume 80, mean corpuscular 
hemoglobin 24, mean corpuscular hemoglobin con- 
centration 30, thrombocytes 386,000 per cubic milli- 
meter, white blood cells 10,500 per cubic millimeter : 
8l% polymorphonuclear leukocytes, 1% eosino- 
phils, 5% monocytes, 13% lymphocytes. There were 
1.6% reticulocytes. The erythrocyte sedimentation 
rate was: uncorrected 53 mm. per hour, corrected 
25 mm. per hour. Clotting time: 7 minutes 30 
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seconds. Bleeding time: 2 minutes 30 seconds. 
Prothrombin time: 16.8 seconds. Total serum pro- 
tein 8.96 gm. %: albumin-globulin ratio 2.86 :6.10. 
Cephalin flocculation: 3+, thymol turbidity 9.2 
units. Alkaline phosphatase 15.96, acid phosphatase 
1.55, prostatic acid 0.07. Bromsulphthalein reten- 
tion: 34%. Bilirubin 0.81 mg., calcium 5.0 millie- 
quivalent per liter, phosphorous 2 mEq/l., chloride: 
91.6 mEq/l., cholesterol 148 mg., blood urea nitro- 
gen 9.0 mg., fasting blood sugar 118 mg. Serology: 
blood VDRL 16 dils.; Kolmer positive. Spinal: 
VDRL and Kolmer positive. TPI test for syphilis 
done at United States Public Health Service Lab- 
oratory, Chamblee, Georgia, negative. Total pro- 
tein 7.48 gm. %, y-globulin 4.59 gm. (61.3%), 
albumin 2.89 (38.7%). 

Urine pH 5.5, specific gravity 1.014, albumin 
negative, sugar negative, microscopic negative. 
Fishberg concentration: 1.020, 1.019, 1.013. 
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Fig. 9—Bone marrow 
aspirate. Typical “foam 
cell” seen in large num- 
bers throughout the mar- 
row smear; Wright’s 
stain. 


Skin Tests.— 


Lepromin: Negative Medina (4 hours), Fer- 
nandez (48 hours) Mitsuda (3 weeks) 

Tuberculin: Negative 24 and 48 hours 

Blastomycin: Negative 24 and 48 hours 

Histoplasmin: Negative 24 and 48 hours 

Coccidioidin: Negative 24 and 48 hours 

Histamine test: Wheal only, no flare or 
purplish discoloration 

Congo red skin test: Strongly positive 

X-rays.— 

Chest: Old pleural reaction of both costo- 
phrenic angles. 

G.I. Series: Essentially normal 

Views of spine, skull, long bones, wrists, 
Water’s views of sinuses, KUB; intravenous 
pyelogram normal 

Thorne test for adrenal function showed 
normal 50% drop in eosinophils. 
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Fig. 10.— Bone mar- 
row. “Foam cell” con- 
taining myriads of 
acid-fast bacilli. Acid- 
fast stain. 

Comment 


As we are not leprologists we sought the 
opinions of more learned men. To this end, 
kodachromes, histologic sections, and the 
protocol of the case were sent to a number 
of outstanding persons who had studied 
this phase of leprosy. It is but natural that 
we did not hear from all. The comments 
of those who did favor us are listed below: 


Harry L. ARNOLD JR., M.D., Honolulu, 
Hawaii: 

A review of your most interesting protocol, and 
the Kodachromes and the histologic specimens, 
convinces me that you have indeed a case of diffuse 
lepromatous leprosy with the Lucio phenomenon— 
plus, or at least so I. L. Tilden and I would think, 
severe chronic nodular vasculitis with acute phases, 
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possibly on the basis of leprosy. Involvement of 


these larger vessels is not ordinarily a part of the 
Lucio phenomenon (though what we know about 
what 
be the best source of an opinion on this score). 


this is Latapi has told us, and he would 
(Larger vessels may be involved. Latapi.) 

Points worth special mention are as follows: 
(1) absence of eye involvement; in an ordinary 
lepromatous case one might expect some involve- 
ment at this stage, though perhaps it is a little 
(2) 
the sections—normally absent in lepromatous lep- 


arly ; relative abundance of neutrophils in 


rosy; (3) even more striking hyperglobulinemia 
than usual, with false-positive serologic tests for 
much more found in these 


syphilis, regularly 


diffuse cases than in ordinary lepromatous cases. 

The deep ulcerative lesions are unusual, I be- 
lieve, in Lucio’s leprosy—I suppose the involvement 
of larger vessels is responsible for them. 
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Your finding of M. leprae in bone marrow and 
circulating leukocytes (or were they circulating 


histiocytes?) was most interesting, though of 
course not at all peculiar to this particular form 
of lepromatous leprosy. (These were probably 
monocytes. M.S.) 


J. A. Krnnear Brown, M.D., Entebbe, 
Uganda: 

My opinion must be of limited value because 
we do not see this type of patient in East Africa. 
There appears to be little doubt from your proto- 
col that you are dealing with a patient with 
lepromatous leprosy. I think the Lucio phenomenon 
comes into the differential diagnosis but, without 
seeing the patient, to say more would be rather 
difficult. I only wish I could be of more assistance. 


E. Mur, M.D., Middlesex, England: 


I should very definitely confirm the diagnosis 
of diffuse lepromatous leprosy. The case corres- 
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Fig. 11—Needle bi- 
opsy of liver. There is 
an infiltrate of “foam 
cells” around one of 
the central veins; hema- 
toxylin and eosin. 


ponds with some I have seen in both India and 
Trinidad. It corresponds fairly closely with the 
description of the “Lucio phenomenon” described 
by Latapi and Zamora, and of which they say 
that some 15% to 20% of their cases in Mexico 
consist. 

Why this type of case should be so much more 
common in Mexico than elsewhere it is difficult 
to fathom. One would naturally think of it as a 
racial peculiarity, corresponding with the racial 
leprosy distinctions found among the Chinese in 
Malaya. But your patient, a Negro, differs widely, 
as regards race from the patients in Mexico. In 
the photos, the skin color seems light for a Negro. 
Could this subtype of leprosy be connected in any 
way with contrasting racial mixtures? (This 
seems not to be the case in the reported examples. 
V.J.D.) 

Otherwise, have septic complications (gums, 
former injury with septic complications), or mal- 
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Fig. 12.—Liver. Acid- 
fast bacilli seen in the 
Kupffer cells in the liver 
sinusoids. Fite acid-fast 
stain. 


nutrition, or syphilis, anything to do with it? (No, 
as far as can be determined. V.J.D.) 

One interesting finding of Latapi and Zamora 
was that these cases made very rapid improve- 
ment under sulphone therapy. 


MAXIMILIAN E, OBERMAYER, M.D., Los 
Angeles : 

There is no doubt in my mind that the diagnosis 

of diffuse lepromatosis of Lucio is correct, clinically 
as well as histopathologically. This would then 
*be the first case of the disease observed in a 
Negro. All other patients I have seen, in Mexico 
as well as the United States, were of the Mexican 
Race. 


V. ParDo-CAsTELLO, M.D., Vedado, Ha- 


bana: 


I agree with your diagnosis. This case represents 
an immunological type of leprosy in which the 
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patient has few if any allergic defenses against 
the infection; it is a septicemic condition as shown 
by the presence of innumerable Hansen’s bacilli 
in the circulating blood, in the skin and the mucous 
membranes, as well as in the internal organs. The 
formation of flaccid bullae and of local necroses 
in the skin, very rich in bacillary content, is 
typical of these cases. 


H. W. Waw, M.D., Palaway, Philip- 
pines : 

The material which you sent me has been ex- 
amined with great interest, especially as I am 
personally very ignorant of the Lucio condition. 

It was completely unknown until Latapi et al. 
brought it to attention at the Havana leprosy 
congress in 1948, and then it was supposed to be 
found only in Mexico and Costa Rica. Since then 
a couple of cases have been reported in the United 
States (Los Angeles and Honolulu). 
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For me it was unknown before and after 1948, 
except that, during the Madrid congress in 1953, 
Lavalle, a confrére of Latapi’s, pointed out to 
Spanish leprologists some cases which he asserted 
had had Lucio because of the nature of the scars. 
I was shown some of those cases and was—and 
am—dubious. 

On the way back from that meeting, however, 
I visited Kalaupapa and saw there a patient with 
lesions which to me spelled Lucio. A biopsy speci- 
men was promised and came along, but it was 
not from an ulceration. The histologic picture 
has no real resemblance to the one you have sent 
out. (For my own record I have made a few 
notes about them, and a copy is enclosed.) 

Your protocol and pictures were referred to 
Dr. C. B. Lara, chief physician here for many 
years, thinking perhaps he may have seen such 
cases. (As pathologist, I do not see much of the 
clinical work.) He was at Havana and heard 
Latapi, but it is evident he does not know the 
condition from personal experience. 

There are a few comments on your protocol 
notes that I take the liberty of making. 

The chap was perhaps scared when examined 
to have a pulse rate of 128. Did that condition 
persist? Could he perhaps have been in a state of 
lepra reaction? (Yes. V.J.D.) 

Loss of eyebrows is, of course, a characteristic 
of advanced lepromatous leprosy (loss of the 
eyelashes less common). But your man, from his 
pictures, seems far from a typical advanced lep- 
romatous case. Is loss of eyebrows also typical of 
Lucio? (Yes. Latapi.) 

About the thinning of the hair over the occiput, 
was there evidence of lesions of the scalp? (No. 
V.J.D.) Involvement of that region is rare except 
in Japan; but, otherwise, why the loss of hair 
in that region? (Cranial alopecia has been re- 
ported in diffuse leprosy by Escalona and Gonzalez 
Uruefia. Latapi.) 

In ordinary lepromatous leprosy there would be, 
along with the loss of eyebrows, more or less 
marked thickening of the earlobes. Nothing 1s 
said of that, only of the finding of bacilli in 
smears. If not thickened, that would be note- 
worthy. (They were not thickened. V.J.D.) 

Ulceration of the hand or elsewhere in ordinary 
lepromatous leprosy would never extend to the 
tendons except from neglected secondary infec- 
tion, and a phagedenic one at that. Worth a bit 
of emphasis, no? 

The pictures show zones of hyperpigmentation 
around scars. 

Biopsies of the liver and kidney? Needle biopsies, 
presumably. (Yes. V.J.D.) Never done before 
to the kidney of a leprosy patient, I shall wager! 

Altogether, perhaps the most thoroughly labo- 
ratory-investigated case of leprosy ever. The re- 
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sults of the examination of the blood for bacilli 
are particularly interesting; I wonder whether it 
was ever done before in a Lucio case. It is not 
difficult to find them in lepromatous cases in lepra 
reaction but not otherwise. 


But one thing: Not, I submit (and this is a 
special field of mine), the /epromin test! Lepromin 
was injected, yes, but the record indicates observa- 
tion, not for the late Mitsuda phenomenon, but 
only for the early or Fernandez reaction. The 
late one would have been negative in this case, of 
course. 


But here is the peculiar thing: according to 
Latapi injection of lepromin in Lucio cases elicits 
a very peculiar reaction, which he calls the Medina 
reaction. There is an early reaction, he says, which 
lasts for 24-48 hours, but it differs from the 
Fernandez reaction in that it is ‘always frank 
and intense within the first 4 to 6 hours,’ and 
looks and progresses like the Lucio phenomenon 
itself even (with sufficient dosage of lepromin) 
to necrosis (‘expulsive, triangular ultimate necro- 
sis,’ our translator has it). Almost identical results 
can be obtained, they say, with injections of 
streptococci or staphylococci. 


The larger section is from intact skin (of the 
arm) since the epidermis is continuous, although 
perhaps in danger of breaking down later. The 
highlights include a curious mixture of acute and 
chronic effects. 


The papillary layer is peculiarly solid and 
structureless; the fibrous strands in the reticular 
zone are coarse but orderly; and below the dermis 
proper, separated by a strand of fat but connected, 
there is fibrous band reminiscent of chronic ery- 
thema nodosum leprosum. This zone shows fibrin 
infiltration, but much of it has the appearance of 
fibrinoid necrosis. The fat shows lepra-cell invasion 
in a fashion typical of lepromatous leprosy. 


In the acute areas affection of small blood ves- 
sels (the “vascularitis” of the “erithema necro- 
sante,” Latapi) is the most conspicuous and 
interesting feature. It is well seen in the fat-zone 
infiltrate, which at one end is badly disturbed by 
superimposed acute infiltration while at the other 
end it is practically free of it; yet even there 
is found necrosis of the small vessels and conse- 
quent effects in the lepromatous infiltrate (diapede- 
sis, etc.). Apparently, the vessels are damaged 
first, and the poly-infiltration comes later. In acute 
areas there and elsewhere are seen tortuous large 
mononuclears writhing between the other cells, in 
a most unusual fashion. 


A few blood vessels are seen with circum- 
ferential adventitia infiltrated by mononuclear cells, 
without polyps, after the fashion of infiltration of 
the perineurium of small nerves of the dermis 
in tuberculoid leprosy. There is an evident tendency 
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for red blood cells inside these vessels to aggluti- 
nate against the walls. 

A striking and utterly peculiar feature of the 
chronic phase is a perifibrosis of many of the 
small vessels, not a part of the normal picture of 
leprosy and new to me. When I first looked at 
one end of the section I noted a group of three 
structures with circumferential fibrous layers very 
like the flaky, “pie-crust” proliferation of the 
perineurium of small dermal nerves that is highly 
characteristic (but not absolutely pathognomonic) 
of the lepromatous type of lesion, but there was 
a double-take when it was seen that one whorl was 
centered by an open vessel lumen. In it are central 
proliferative changes that may account for the 
evident obliteration of the channel (the solid con- 
dition) of the other two structures. (A Mallory 
aniline-blue section would be useful here, since 
it demonstrates well small bundles of endoneurial 
fibers in places where nerves would otherwise be 
overlooked or very difficult to identify, and they 
should be present centrally in these structures if 
they actually are nerves.) However, from other 
examples in that section, and several in the smaller 
section, I believe they are all derived from small 
vessels, especially since two or three definite nerves 
show no perineurial proliferation. (They are, how- 
ever, infiltrated and would doubtless show many 
bacilli.) 

Unexpectedly in view of the pictures, there 
are a few small active foci even in the eyebrow 
section. (How much of the body surface of this 
chap would show ‘inapparent’ involvement ? (All. 
V.J.D.) 

The picture as a whole is unlike any seen be- 
fore. 


RorLa R. Worcorr, M.D., Carville, La.: 


I have reviewed your protocol and have talked 
with the patient here. I offer the following com- 
ments: 

The salient points in the history, physical ex- 
amination, and laboratory findings are the follow- 
ing: 

l. This 52-year-old Negro male patient has 
spent his entire life in Louisiana, approximately 
100 miles north of the area generally considered 
to be the more endemic part of the state. 

2. First symptom suggestive of leprosy was 
chronic nasal obstruction first noted in 1948. 

3. Subsequent complaints suggestive of leprosy 
were loss of eyebrows and eyelashes, anesthesia 
of* extremities, ulcers of the extremities, and 
progressive weight loss. 

4. Physical examination shows madarosis, 
atrophic rhinitis with crusting, widespread diffuse 
skin infiltration of slight to moderate degree, near 
total anesthesia of the extremities from elbows 
and knees distalward, and numerous punched-out 
ulcers of the extremities. 
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5. Laboratory findings include the presence of M. 
leprae in skin and nasal scrapings, reversal of 
albumin: globulin ratio, 4+ cephalin flocculation, 
reactive Kahn and VDRL tests. 

6. Lepromin test is negative. 


The above picture presents to me a classic ex- 
ample of la Lepra “Manchada” de Lucio, 
originally described by Lucio and Alvarado in 
1852 and more recently described by Latapi and 
Chevez, who speak of it as pure, diffuse, 
lepromatous leprosy with Lucio phenomenon. 


FERNANDO Larari, M.D., México, D.F.: 


I have observed the histopathologic slides with 
the photographs and I agree that we are dealing 
with diffuse lepromatous leprosy (Lucio leprosy). 

This type of leprosy abounds in Mexico and it 
is well known to us. I am sure that in the south of 
the United States there are probably many more 
patients of this type. 


FELIX Contreras, M.D., Madrid, Spain: 


I take pleasure in giving my opinion together 
with that of Prof. Gay Prieto, who has seen the 
kodachromes and biopsies of your interesting case, 
and agrees with us in full, as I shall explain. 


The excellent photographs in color give us the 
impression that this is an example of nodular 
lepromatous leprosy, with some of the lesions 
ulcerated, a variety which we see with relative 
frequency among our patients. 


As the ‘Lepra de Lucio’ is a diffuse infiltrative 
form in which Lucio underscored the absolute 
absence of nodules we do not believe that your in- 
teresting case of lepromatous leprosy can be classi- 
fied in the mentioned variety. (There were no 
nodules in this patient. V. J. D.) Moreover, in the 
detailed history which you sent me, we see that 
your patient had a NEGATIVE lepromin at 24, 
48, and 72 hours. This also contradicts the concept 
that we are dealing with a form of Lucio because 
Medina described in these cases a special reaction 
to lepromin, POSITIVE; frankly and intensely, 
from the first hours, and should not be confused 
with the Fernandez reaction because staphylococcic 
and streptococcic antigens may produce the former. 


I am sending you a copy of what we see in your 
histologic preparation, which in essence coincides 
with your opinion, since we established the ex- 
istence of necrosis, which might be the reason for 
orienting the diagnosis to the Lucio form. 


With all these facts, and without being able to 
give an affirmation, since only you, with the patient 
before you, can really decide, yet we believe that 
you may be dealing with a case of nodular 
lepromatous leprosy, in a reaction in which 
phenomena of vasculitis and necrosis predominate. 
We see patients in these same conditions which we 
do not dare to subclassify in the form of Lucio. 
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Following is the enclosure from Dr. Con- 
treras : 


Epidermis—Atrophy. Moderate hyperkeratosis. 
Extremely abundant melanin in the basal layer. 
Subepithelial zone intact. 


Dermis—Abundant infiltrates with localization 
predominantly perivascular, periglandular, and 
around the hair follicles. These infiltrates are 
typical lepromatous granulomata composed of 
lymphocytes, Virchow cells together with fibro- 
blasts, and histiocytes but there are no foreign body 
giant cells. Some of the nuclei of these cells 
present in the preferentially perivascular infiltrates 
signs of necrosis, for example pyknotic nuclei as 
well as karyolysis and more rarely karyorrhexis. 
One also sees perivascularly some infiltrates made 
up of abundant polynuclear lymphocytes and 
tissue cells. In a few of these infiltrates one ob- 
serves signs of necrosis. 

The majority of the vessels are affected, some 
presenting sclerosis of the walls, and others show- 
ing hyaline thrombi. There are evident signs of 
the existence of a previous new formation of 
vessels, but in the slide which we are describing 
many of these vessels are in process of necrosis. 

In the hematoxylin-eosin stain the collagen 
fibers may be seen to be in large part swollen and 
compressed, staining homogeneously in masses 
which are essentially anuclear but which do contain 
nuclear remnants. This portion speaks in favor 
of a fibrinoid degeneration. 

The hair follicles and sebaceous glands are in 
good condition, as are the sweat glands, except in 
those regions where the infiltrate is extremely 
dense, where they appear slightly atrophic. 

Hypodermis—The same structures are ob- 
served as those seen in the dermis, especially in 
the nonspecific perivascular infiltrates. Infiltrating 
the interstices of the fatty tissue are elements of 
lepromatous granuloma assuming the typical dis- 
position in the mesh form. The picture of non- 
specific perivascular infiltrate abounding in 
polynuclear cells recalls at times the picture seen 
in erythema nodosa. 


Summary and Conclusions 


A case of Lucio phenomenon leprosy is 
presented. The patient is an American 
Negro who has never been out of the state 
of Louisiana. The salient features of this 
form of the disease include loss of eye- 
brows and eyelashes, anesthesia of extrem- 
ities, “manchas” or erythematous spots 
which go on to vesiculation, superficial ne- 
crosis and scarring, atrophic rhinitis, wide- 
spread diffuse skin infiltration, absence of 
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lepromata, presence of M. leprae in skin, 
nasal scrapings, and blood, reversal of 
albumin-globulin ratio, and false-positive 
serologic tests for syphilis. The opinion of 
world famous leprologists was sought by 
correspondence, and it was the consensus 
that this example represents a valid instance 
of diffuse lepromatosis. 


We are grateful to Prof. Fernando 
Latapi for numerous helpful suggestions, 
as well as much constructive criticism and 
excellent advice. 

Department of Medicine, Tulane University (12). 
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The Private Dermatologist and Skin Cancer 


A Clinical Study of Two Hundred Twenty-Six Epitheliomas Derived from 


Five Dermatologic Practices 


RICHARD J. FERRARA, M.D., Grosse Pointe Woods, Mich. 


This study was undertaken with several 
purposes in mind, namely, (1) to evaluate 
the clinical results of therapeutic measures 
employed by various dermatologists, (2) 
to analyze and correlate the clinical obser- 
vations of epitheliomas seen in private 
practice, (3) to study the etiologic and 
clinical factors that have been stressed in 
the diagnosis of skin cancer, (4) to study 
the advantages and disadvantages of thera- 
peutic modalities used in skin cancer and 
particularly the method of electrocoagula- 
tion and curettage which is commonly used 
among dermatologists. 


The subject material was drawn from the 
private practices of five Detroit dermatolo- 
gists. The clinical cases represent patients 
from the average practice of dermatology 
in contrast to similar studies of selected 
groups from large dermatologic centers. 
The cases were taken in sequential order 
from pathology files,* and in each case 
the diagnosis was proved by microscopic 
examination. All cases were treated prior 
to July, 1950. The number of lesions from 
each practice were as follows: (1) 31, (2) 
32, (3) 38, (4) 98, (5) 27, making a total 


of 226 lesions. In the same order, the num- 
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* The majority of cases were taken from the 
pathology files of Dr. Hermann Pinkus, 12 E. 4th 
St., Monroe, Mich., and a few cases, from Owen 
Clinical Laboratory, 1551 David Whitney Building, 
Detroit. 


ber of patients represented were as follows: 
(1) 31,,.{2); 30; (3) 25, C4 75, 45) ee: 
making a total of 186 patients. An addi- 
tional 10 patients, who were referred for 
radical surgery or high-voltage roentgen- 
ray therapy without any treatment given 
by the dermatologists, were not included in 
this study. Cases of mucous membrane 
lesions, other than the lip, and malignant 
melanoma were excluded. In each case, 
the clinical record was analyzed and a 
letter was sent out requesting the patient 
to return for follow-up examination. The 
majority of follow-up examinations were 
done by a qualified dermatologist. A few 
patients reported their results by letter or 
telephone. In cases where death occurred 
before five years, their relatives reported 
the results and cause of death. Fifteen 
other cases that could not be located and 
about whom information as to the outcome 
could not be obtained were not included in 
this study. 


Clinical Analysis of 226 Treated 
Epitheliomas 


1. Family History of Skin Cancer.— 
None of the records gave complete data on 
this point, and it was not asked routinely 
during the present study. In 54 patients 
who were questioned, 9 reported a family 
history of skin cancer and 5 reported some 
other type of cancer in the family. 

2. Previous Pathology or Trauma.—In 
this study, 26, or 11.5%, of the 226 lesions 
had a history of previous pathology or 
trauma. Table 1 gives the type and number 
of previous pathological lesions. The 10 
lesions with a history of trauma and the 6 
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TABLE 1.—Previous Pathologic Lesions 


Type No. % 

Cg | 1 ae a 10 4.4 
Senile keratosis... 7 3.1 
[SL ee en a ae eae eae 6 2.7 
Leukoplakia__.__________ = 2 0.9 
Cutaneous horn___________. 1 0.4 
Ly | cerea 53a 26 11.5 





lesions with a history of mole occurred in 
patients who developed basal-cell epithe- 
liomas in the site of these previous patho- 
logic lesions. All of the true “precancerous 
lesions” (seven senile keratoses, two leuko- 
plakias, and one cutaneous horn) eventu- 
ated into squamous-cell epitheliomas. 
Whether there is a relationship to trauma 
and moles in the development of basal-cell 
epitheliomas in these patients is unknown. 

3. Age.—The age distribution is illus- 
trated in Table 2 and corresponds with 
other statistics. The greatest number of 
cases, 51, or 27.7%, occurred in the age 
group 60-69, with the 50-59 age group 
showing 26.9%, 

4. Sex—In the total of 186 patients 
(Table 3), 103 (55.3%) were males and 
83 (44.7% ) were females. Squamous-cell 
lesions occurred in 34 (33.0%) of the 
males and 18 (21.7%) of the females. 
Basal-cell lesions occurred in 63 (61.2%) 
of the males and 61 (73.5%) of the fe- 
males. Basosquamous-cell lesions occurred 
in 4 (3.9%) of the males and 3 (3.6%) 
of the females. Basal-cell and squamous- 
cell lesions which developed separately in 
the same person occurred in 2 (1.9%) of 


TABLE 3.—Frequency of Epitheliomas Among the 





Sexes 
Males Fé@males 
Cell Type No. VA No. % 

Squamous cell 34 33.0 18 21.7 
Basal cell 63 61.2 61 73.5 
Basosquamous cell 4 3.9 3 3.6 
Patients with basal-cell 

and squamous-cell 

lesions 2 1.9 1 13 
No. & % of total 

patients 103 55.3 83 44.7 
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TABLE 2.—Age Analysis of Total Patients 





Decade No. % 
eee 1 0.5 
TPs oie ee aaa ee 5 2.7 
Pe a SEPE S de 10 5.4 
ete oe es E E 31 16.7 
a ee See aa 50 26.9 
| no 51 27.4 
ee ane Be eS 24 12.9 
NO ci eg ed - 7.0 
S| i? ee ae As 1 0.5 








the males and 1 (1.2%) of the females. 
Table 4 shows an analysis of the 226 epi- 
theliomas present in the 186 patients. It 
gives the number and percentage of epithe- 
liomas distributed among the sexes and 
according to the histologic type. The greater 
tendency to squamous-cell carcinoma among 
males and the relative incidence rise of 
basal-cell lesions among females are further 
borne out in this chart. 


5. Occupation.—Tabulation of this series 
showed that 68.8% (128) of the patients 
had indoor occupations and 31.2% (58) 
had outdoor occupations. These figures are 
significant when one considers that the 
great majority of patients visiting these 
dermatologists have indoor occupations in 
the highly industrial Detroit area. Patients 
having outdoor occupations, such as farm- 
ers, represent a relatively small percentage 
of their practices, yet practically all the 
patients (56) having epitheliomas with out- 
door occupations were farmers. — 

6. Duration—Data on duration show 
that 47 (20.8%) reported a duration of 1 


to 6 months, 90 (39.8%) of 6 to 12 


months, 53 (23.5%) of 1 to 3 years, 24 
(10.6% ) of 3 to 6 years, and 12 (5.3%) 
of over 6 years (Table 5). 


TABLE 4.—D1stribution of Epitheliomas Among the 
Sexes According to Histologic Type 














Total Squamous Basal Basosquamous 
Lesions Cell Cell Cell 
Sex No. % No. % No. % No. % 


M 138 61.1 39 28.3 8&3 60.1 16 11.6 
F 88 389 19 21.6 66 75.0 3 3.4 
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TABLE 5.—Duration of 226 Epitheliomas in 
186 Patients * 


Duration of Lesions No. VA 
O. a aa 47 20.8 
T aaa 90 39.8 
i fe E E es 53 23.5 
Si i AS C muds dienelaead 24 10.6 
OWN 6 N e a E N 12 5.3 


* The figures represent the interval between the date the 
patient first noticed the lesion and the date of initial examination. 


7. Size of Lesions.—The lesions were 
divided into four main groups: small (less 
than 0.5 cm.), medium (0.5 to 1 cm.), 
large (1 to 5 cm.), and extra large (over 
5 cm.). Of the 226 lesions, 51 (22.6%) 
were large and 5 (2.2%) were extra large. 
Of the total lesions, 170 (75.2%) were 1 
cm. or less in diameter. This affirms the 
fact that the dermatologist deals mostly 
with early lesions. 

8. Clinical Morphology.—Since we are 
dealing primarily with early lesions in this 
series and for simplicity the lesions were 
divided into papular, nodular, and super- 
ficial and the presence or absence of ulcera- 
tion was noted. Of the total 226 lesions, 
128 (56.6%) were papules, of which 48 
(37.5%) were ulcerated; 74 (32.8%) were 
nodular, of which 47 (63.5%) were ulcer- 
ated, and 24 (10.6%) were superficial, of 
which 7 (29.1%) were ulcerated. Of the 
total lesions, 102 (45.1%) were ulcerated, 
and the nodules had the highest percentage 
of ulceration. Among the papular lesions, 
five were the pigmented type, and among 
the superficial lesions, three were the scle- 
rosing or morphea-like type (Table 6). 

9. Location and Type of Epithelioma.— 
Table 7 gives an analysis of the 226 epi- 
theliomas according to the frequency and 
location correlated to the sex and histologic 
type. The great majority of all the epithe- 
liomas, 85.0%, occurred on the face and 
neck, with 42.5% of the epitheliomas oc- 
curring on the nose and cheek with equal 
frequency. The temple, ear, eyelid, lower 
lip, and chin were next in the order of 
frequency, and the incidence ranged from 
7.1% for the temple to 3.5% for the chin. 
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TABLE 6.—Clinical Morphology of 
226 Epitheliomas 





Type of Lesion 





Papular Nodular Superficial 


No. % No. % No. % 


Total lesions....____- 128 56.6 74 32.8 24 10.6 
Ulcerated lesions *... 48 37.5 47 63.5 7 29.1 


* Total no. of ulcerated lesions: 102, or 45.1%. 


The scalp, neck, trunk, and extremities had 
the lowest incidence of epitheliomas. A 
relatively higher number, 8%, occurred on 
the hand and forearm, both of which are 
areas subjected to a greater amount of 
sunlight. Basal-cell epitheliomas, 65.9%, 
outnumbered squamous-cell epitheliomas, 
25.7%, 2.5 to 1, and the incidence of baso- 
squamous-cell epitheliomas was 8.4%. Only 
three basal-cell lesions occurred on the ex- 
tremities. Squamous-cell epitheliomas of the 
ear occurred in males in 10 instances and 
only 1 instance in the female. Among the 
males, favored locations were the cheek, 
nose, ear, hand, and lower lip. Among the 
females, favored locations were the nose, 
cheek, eyelid, and temple. 


10. Multiplicity of Skin Cancer.—The 
present study includes all patients with his- 
tory of previous lesions or the presence of 
multiple lesions at the time of treatment 
and subsequent follow-up. Of these pa- 
tients, 12 (7.0%) had multiple lesions, 5 
patients had more than five lesions. One 
patient had 13 lesions, all of which were 
basosquamous-cell type, which occurred on 
the face, trunk, and extremities. He was 
developing many more new lesions at the 
time of the follow-up examination. 

11. Previous Treatment Failures—It is 
generally known that the prognosis of a 
cutaneous cancer is unfavorably affected 
following unsuccessful previous treatment. 
In order more accurately to evaluate thera- 
peutic results, it is necessary to include the 
number of patients who had previous treat- 
ment failures, the type of previous treat- 
ment employed, and by whom the therapy 
was given. Considering these points and 
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TABLE 7.—Frequency and Location of Epitheliomas Correlated to Sex and Histologic Type 














Type of Lesion Total 
DL} a aa aaa 
Male Female No. 
226 % 
Basal Cell Squam. Cell Basosq. Cell Basal Cell Squam. Cell Basosq. Cell ————————_—_ 

Head 192 85.0 
Noes 18 2 T 21 5 1 48 21.2 
Cheek 24 3 4 13 4 — 48 21.2 
Temple 6 3 1 4 2 - 16 7.1 
Ear 3 10 — 1 l -- 15 6.6 
Eyelid 4 — 1 6 1 — 12 5.3 
Lower lip — 7 — — 2 -- 9 4.0 
Chin 2 2 — 3 — 1 8 3.5 
Upper lip 3 — 1 3 — — 7 3.1 
Preauricular 1 3 — 1 l —— 6 2.7 
Neck 3 — == 2 — — 5 2.2 
Med. canthi 2 — — 3 — -- 5 2.2 
Forehead 3 — — 2 — — 5 2.2 
Scalp 2 — — 3 — —- 5 2.2 
Postauricular 1 1 — 1 — — 3 1.3 
Trunk region 14 6.1 
Chest 1 — —_ 2 — — 3 1.3 
Flank 3 — = — — — 3 1.3 
Scapul. 2 — — a — — 2 0.9 
Buttock 1 — = — — — 1 0.4 
Groin 1 — _ _ — — 1 0.4 
Pubic — = = S — 1 1 0.4 
Sacral —- — — a l = 1 0.4 
Genital — — — — 1 — 1 0.4 
Abdomen — — — 1 — — 1 0.4 
Extremities 20 8.9 
Forearm 2 — 7 $= — — 9 4.0 
Hand (dorsum) — 8 1 = — —- 9 4.0 
Finger — — = = 1 — 1 0.4 
Thigh 1 — == — — — 1 0.4 





other factors discussed, it is impossible to 
compare methods of treatment with com- 
- plete satisfaction, since no two lesions pre- 
sent identical circumstances. Too often, in 
the literature one reads that surgery, or 
irradiation, or some other method is the 
treatment of choice in skin cancer. These 
authors base their conclusion on the fact 
that the greater number of previous treat- 
ment failures in their series resulted from 
the use of other types of therapy. In such 
reports, there is generally noted the lack 
of evidence that the other methods of treat- 
ment were used by physicians trained and 
qualified in cancer therapy and also wheth- 
er the diagnosis was ever previously estab- 
lished. 

In this series, 31 patients (16.7%) had 
previous treatment failures when they were 
initially seen by the dermatologists. Of 
these, eight received treatment by chemical 
means (pastes, acids, etc.), four had irra- 
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diation therapy, seven had electrosurgical 
treatment, eight had scalpel surgery, and 
four had combined therapy. Of these treat- 
ment failures 18 (58%) were treated by 
the family physician, 3 (9.7%) were treat- 
ed by surgeons, 3 (9.7%) were treated by 
dermatologists, and 4 (12.9%) were treated 
by other physicians. Chemical treatment 
was used solely by the family physician. 
Since treatment of skin cancer by uncon- 
trolled chemical means is not advocated, 
and is, in fact, condemned, it would imply 
that at least in the majority of these cases 
the diagnosis was not established. This, of 
course, does not prove that of the orthodox 
methods one is better than the other. 

12. Presence of Metastasis—None of 
the lesions treated by the dermatologists 
had clinical evidence of metastasis at the 
time of initial treatment. Six patients, not 
included in this study, had proved squa- 
mous-cell carcinoma with clinical evidence 
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of metastasis and were referred to sur- 
geons and radiologists. Three of the le- 
sions were on the lower lip, two were on 
the genitalia, and one was on the hand. 
Four of the lesions occurred in males 
(average age 62) and two occurred in fe- 
males (average age 59). The presence of 
metastasis from a carcinoma presents a 
serious prognosis and requires more radical 
treatment than should be offered by the 
dermatologists. 


Histopathologic Considerations 


In all cases studied, a biopsy examination 
confirmed the clinical diagnosis of cutane- 
ous cancer. The skin cancers were classi- 
fied into basal-cell, squamous-cell, and 
basosquamous-cell epithelioma. In cases of 
squamous-cell carcinoma, the grade of ma- 
lignancy was included. Consideration of 
the cell type and grade of malignancy defi- 
nitely influenced the method of treatment 
used. The greater number of basal-cell le- 
sions in this series parallels those of other 
dermatologists and is due to several factors. 
First, in unselected series basal-cell epithe- 
lioma is generally twice as common as 
squamous cell. Second, dermatologists are 
qualified to treat practically all basal-cell 
epitheliomas that are encountered, since 
they are strictly confined lesions, do not 
metastasize (rare exceptions are record- 
ed1), and are the least malignant of 
cutaneous cancers. On the other hand, squa- 
mous-cell carcinomas because of their more 
rapid growth, the possibility of metastasis, 
and the increased resistance to radiation 
therapy are more often referred to the sur- 
geon or radiologist. Series of squamous- 
cell carcinomas presented by dermatologists 
generally consist of lesions that are smaller 
and of an average lower-grade malignancy 
than series presented by surgeons and radi- 
ologists. Of the total 226 lesions, 149 
(65.9%) were basal-cell, 58 (25.7%) were 
squamous-cell and 19 (8.4%) were baso- 
squamous-cell lesions. All of the squa- 
mous-cell lesions were either Grade 1 or 
Grade 2 malignancies. 
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= Treatment of Skin Cancer 


Clinical and Histologic Considerations m 
Selecting Treatment of Choice ——The proper 
choice of therapy depends on the correlated 
evaluation of all the subjects discussed, 
namely, age, sex, and occupation. Natu- 
rally, the best method is the one which will 
completely eradicate the lesion with the best 
cosmetic result and with the least amount 
of discomfort, inconvenience, and expense 
to the patient. It is certainly not possible 
for one specific therapeutic modality to be 
the optimal method for all skin cancers. 
Fortunately, the vast majority of skin can- 
cers are superficial and benign and can be 
eradicated in a number of ways, including 
scalpel surgery, electrosurgery, chemosur- 
gery, and irradiation therapy. Certain cases, 
however, may warrant the use of one par- 
ticular type of therapy, while another meth- 
od may actually be contraindicated. For 
example, an infiltrating epithelioma having 
pseudopods may be in continuity with 
mucous membranes of the mouth, nose, 
ears, eyelids, or anogenital area. In these 
areas, such lesions may easily be mishan- 
dled with superficial roentgen therapy. or 
with scalpel surgery and a destructive form 
of therapy may be necessary to give the 
patient the best chance of survival irrespec- 
tive of the cosmetic result. Plastic repair 
can be later used if necessary to produce 
a satisfactory cosmetic result. Lesions over 
cartilage, bone, and tendon, generally speak- 
ing, should best be treated by wide scalpel 
surgery or electrosurgery. Because of the 
poor blood supply in these areas, a cancer- 
ocidal dose of radiation may lead to necro- 
sis and ulceration with failure of the site 
to heal for many months. To manage ade- 
quately all types of cutaneous cancers, one 
must have a thorough knowledge of skin 
cancer and the various acceptable methods 
of treatment that are available. 

Treatment Modalities and Results —(1) 
Scalpel Surgery: Wide excision of a skin 
cancer when properly performed is cer- 
tainly adequate treatment in the majority 
of cases. Pinkus? states that in the great 
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majority of early epitheliomas the tumor 
is simply a globoid mass without pseudo- 
pods and the lesion can be shown micro- 
scopically to have been completely removed 
with reasonable assurance after adequate 
excision. However, there are certain draw- 
backs to this method of treatment: 1. One 
cannot determine which lesion has an “ice 
berg” or “tinker toy” configuration with 
pseudopods and infiltrating strands. These 
may be cut across and deep recurrent infil- 
trating nodules will result. This presents 
serious problems in treatment. Osborne? 
states that these cases are becoming com- 
moner. 2, There is some risk of operative 
and postoperative complications, particu- 
larly in old debilitated patients who may 
not tolerate surgery well. 3. Cosmetic re- 
sults depend on the operator’s skill and 
varies more widely than with other proce- 
dures. -4. Satisfactory surgery is usually 
more time consuming and more expensive 
and may require hospitalization in patients 
coming from long distances. 


Of 226 epitheliomas, 71 were treated by 
wide excision and primary closure of the 
wound edges. After five years, 64, or 
95.5%, of these lesions were clinically 
cured. Recurrences occurred in two basal- 
cell lesions between the first and third year 
after primary healing. One patient with 
squamous-cell carcinoma of the lower lip 
supposedly died of metastasis three years 
postoperatively. Four patients died of other 
causes before five years, but there was no 
evidence that treatment failures occurred 
prior to death. Cosmetic results in surgi- 
cally treated patients with five year cures 
were 14 excellent, 48 good, and 2 poor. 
Ninety-six per cent of these patients had 
good or excellent cosmetic results. Scalpel 
surgery was favored by one dermatologist 
who had surgical training and was partic- 
ularly adept in surgical technique. Eighty 
per cent of his patients were treated by 
surgical excision. 

(2) Electrothermic Destruction and Cu- 
rettage: Electrothermic destruction includes 
electrodesiccation, electrocoagulation, and 
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cautery of the tumor in situ. The combined 
use of electrocoagulation and curettage has 
commonly been used among dermatologists 
for many years. Osborne® lists many ad- 
vantages of electrothermic destruction and 
curettage: 1. It can be used immediately 
and conveniently with little preoperative 
preparation. This is especially important 
in old patients and those coming from long 
distances. 2. It is a relatively simple office 
or clinic procedure and inexpensive. 3. Op- 
erative complication is minimal, and nearly 
all patients are ambulatory and free of pain. 
4. With combined use of the curet, accu- 
racy in removing all the tumor including 
pseudopods gives a maximum percentage 
of cures. 5. The late cosmetic results are 
excellent in the majority of patients. Even 
after the destruction of considerable tissue 
with a large operative defect, healing occurs 
with surprisingly little scar, which is most 
often inconspicuous. 

There were 82 lesions treated with elec- 
trocoagulation and curettage alone. After 
five years, 75, or 94.9%, of these lesions 
were clinically cured. Recurrences either 
after primary healing or from failure to 
heal occurred in three basal-cell lesions and 
one squamous-cell lesion between the first 
and third year postoperatively. No deaths 
were attributed to epitheliomas. Two pa- 
tients died of other causes prior to five 
years without evidence of treatment fail- 
ures. Cosmetic results in the patients with 
five-year cures were 33 excellent, 40 good, 
and 2 poor. Ninety-seven per cent of these 
patients had good or excellent cosmetic 
results. 

(3) Roentgen Therapy: Treatment of 
skin cancer by roentgen rays has proved to 
be almost indispensable in certain cases. 
When properly used, roentgen rays essen- 
tially produce degeneration in cells of em- 
bryonic type without destroying healthy 
tissue in which they have developed. The 
sources of the ionizing roentgen rays used 
most commonly in skin cancer are radium 
and x-ray machines. 
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(a) Radium. Only three of the lesions 
were treated with radium needles by one 
dermatologist. One patient had a five-year 
cure with good cosmetic result. Two pa- 
tients had recurrences of their lesions, be- 
tween one and two years after treatment. 
The number of cases treated with radium 
is too small to be considered significant in 
this study. 

(b) X-ray therapy. X-ray therapy is 
widely used for skin cancers and there are 
many reasons for its popularity: 1. It is a 
painless and bloodless procedure. 2. It 
yields a high percentage of cures when 
properly applied. “3. It is suitable to old 
or debilitated patients. 4. It is possible to 
cover a wider area about the edges of the 
cancer than is usually accomplished with 
surgical techniques. The likelihood of de- 
stroying outlying cancer cells is therefore 
greater. 5. Cosmetic results are generally 
good if it is used correctly and in selected 
cases. The development of the divided 
dose technique during the past two decades 
has proved to be the best method of using 
x-ray therapy for skin cancer. With the 
divided-dose method, a large dose of x-ray 
can be given without simultaneous destruc- 
tion of normal tissue. During the 1920's, 
the single so-called massive dose of 21⁄2 
erythema doses (approximately 1,000 to 
1,500 r) was used. This method gave in- 
sufficient dosage and frequently produced 
unsightly atrophic scars. With the modern 
technique, doses between 3,500 and 6,000 r, 
fractionated over two or three weeks, are 
sufficient and the cosmetic results are ex- 
cellent. Generally, the recommended dosage 
averages 5,000 r or more, divided into 8 to 
10 treatments. Frequent treatments in an 
optimal period of two to three weeks yield 
not only the best immediate results but also 
the most enduring later results without 
disastrous sequelae. 


There were 50 epitheliomas treated with 
x-ray therapy alone. The divided-dose 
technique was used in all but three cases, 
where the single massive dose technique 
was employed. After five years, 46, or 
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93.9%, of the lesions were clinically cured. 
Recurrences occurred in three basal-cell 
epitheliomas between the first and second 
years after treatment, and one of these 
lesions had received the single massive-dose 
technique. No deaths were due to skin 
cancer. One patient died of another cause 
before five years, without any evidence of 
treatment failure. Cosmetic results in pa- 
tients with five-year cures were 28 excel- 
lent, 15 good, and 3 poor. Two lesions 
with poor results had received the massive 
dose technique. Ninety-three per cent of 
these patients had good or excellent cos- 
metic results. 


(4) Chemosurgery. The chemosurgical 
method of treating accessible cancers was 
introduced by Mohs* and later modified 
by Lunsford et al.° It is an especially accu- 
rate, careful, and effective procedure which 
entails the microscopic control of destruc- 
tive treatment of skin cancer. Chemosur- 
gery is especially valuable in many cases 
of serious infiltrating epitheliomas where 
other methods of treatment would fail to 
yield satisfactory results. For the routine 
handling of most cutneous cancers, this 
painstaking and time-consuming method is 
unnecessary. Osborne? feels that it is ap- 
plicable to less than 5% of epitheliomas 
seen in office and clinic practice. He states 
that chemosurgery should be of value in all 
types of recurrent epitheliomas, especially 
those involving the nose, ala nasal folds, 
upper lip and infiltrating lesions about the 
orbit. One of the cases was referred to 
Mohs clinic for chemosurgical treatment 
of a recurrent basal-cell epithelioma of the 
nose. This case was cured at the end of 
five years, and the cosmetic result was 
considered good. 


(5) Combined therapy. Sherwell* first 
employed a combined technique in treating 
epitheliomas by employing the usefulness 
of the curet*® with chemical effects of a 
caustic. Several authorities have advocated 
removal of the epitheliomatous mass by 
means of curettage before application of 
further therapy. They have reported supe- 
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rior results following the combined use of 
curettage, electrothermic or chemical cau- 
terization, and roentgen ray therapy. Gen- 
erally favored and frequently used among 
certain dermatologists is the combined use 
of the curet followed by irradiation therapy. 
Advocates of the method give the following 
points: 1. Initial curettage removes the 
epitheliomatous mass for the most part and 
in so doing gives valuable information 
about the depth and extent of the lesion. 
2. The curettement supplies tissue for mi- 
croscopic examination. 3, The removal of 
the cancerous tissue allows subsequent irra- 
diation therapy a greater chance for 
success than if it had to penetrate the epi- 
theliomatous mass first. 4. The authors 
generally agree that the cosmetic result ob- 
tained is equal to and frequently superior 
to that obtained by other methods. Traub ® 
states that the dosage of irradiation re- 
quired to the open wound is the minimum 
one necessary to kill the few remaining 
cancer cells, since no thickness of the tumor 
remains to be penetrated. Following thor- 
ough curettement, a single dose of 1,500 r 
with low voltage (100 kv. unfiltered x-rays) 
is almost invariably sufficient to give 95% 
cures in early lesions that have not been 
previously treated or neglected. Elliot and 
Welton 7 believe that fractionated roentgen- 
ray treatments produce results superior to 
those obtained with single dose procedure. 
There are those who would disagree that 
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combined therapy has any advantage over 
a single method. 

In this study, 19 epitheliomas were treat- 
ed with combined therapy which included 
the initial use of electrocoagulation and cu- 
rettage followed by the divided dose tech- 
nique of x-ray therapy. After five years, 
all 19, or 100%, of the lesions were clin- 
ically cured. (Cosmetic results in these 
patients had good or excellent cosmetic 
results. One of the dermatologists favored 
this method of treatment and 15 of these 
cases were derived from his practice. 


Total Comparative Results 


The total results of 226 epitheliomas 
occurring in 186 patients examined five 
or more years following treatment are 
shown in Table 8. The great majority of 
patients were examined by a qualified der- 
matologist. A few patients reported their 
results by a letter or telephone. After five 
years, 206, or 94.5%, of all the epitheli- 
omas were clinically cured. The percentages 
of cures were 95.5% with scalpel surgery, 
94.9% with electrocoagulation and curet- 
tage, and 93.9% with x-ray therapy. There 
was 100% five-year cures in 19 cases 
treated with the combined method of elec- 
trocoagulation and curettage plus x-ray 
therapy. The one case treated with chemo- 
surgery and the one of three cases treated 
with radium which obtained five-year cures 


TABLE 8.—Total Results Obtained in 226 Epitheliomas in 186 Patients Followed 
After Five Years or More 


—See6aoessSSSSSSN ŘŘŮŐMO 


Cosmetic Results Death 
Deaths Due of 5-Yr. Cures Due to 
Lesions 5-Yr. Cure Recurrences to This 4————____-~_________. Other 
Treated, —————— m Poor Good Excel. Causes, 
. Type of Treatment No. No.” % No % No % No. No. No. No. 
Scalpel surgery....--...---..-..-------- 71 64 95.5 2 3.0 1 1.5 2 48 14 4 
Electrocosgulation & curettage_.....__. 82 74 94.9 4 5.1 —- =- 2 40 33 3 
X-ray..-------------------------------- 50 46 = 93.9 $ #61 — — 3 15 28 1 
SOOMI a ee ete a 3 1 — 2 — _— = = 1 z= An 
ODOBI Y -aiian aa 1 i — — — — — _ 1 a EŠ 
Combined electrocoagulation & cur- 
ottage -- IT8y -onina 19 19 100 _ — — -— 1 8 10 Si 
ED i EES RE P e e Oa eeseae 226 205 94.5 5.0 1 0.5 8 113 85 
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are too few to consider significantly per- 
centage rates of cure. 

Recurrences occurred in 11, or 5.0%, of 
the total epitheliomas. Nine of these le- 
sions were basal-cell epitheliomas and two 
were squamous-cell epitheliomas. Only one 
death was attributed to treatment failure 
which occurred three years after scalpel 
surgery. This patient supposedly died of 
metastasis from squamous-cell carcinoma 
of the lower lip. Eight patients died of 
other causes before five years without any 
evidence that treatment failures occurred 
prior to death. Of the group with recur- 
rences, 60.1% occurred in males, and 17% 
of these lesions had previous treatment 
failures prior to initial treatment by the 
dermatologists. The recurrence rate is too 
small and the number of cases not that 
large to be considered significant. The re- 
sults, however, show that all methods listed 
give similar results when used by qualified 
personnel. Cosmetic results of the total 
five-year cures were 85 excellent, 113 good, 
and 8 poor. Ninety-six per cent of all the 
five-year cures had good or excellent cos- 
metic results. There was a relatively lower 
percentage of excellent cosmetic results 
with scalpel surgery. 


Comment 


Skin cancer is an important part of der- 
matology. The special knowledge and skill 
possessed by trained dermatologists in the 
diagnosis and management of skin cancer 
merits more recognition among the medical 
profession. The dermatologist’s armamen- 
tarium includes all the modalities used in 
the management of skin cancer and he can 
be unbiased in his selection and advocations 
of a single modality. Statistical findings 
on clinical data in this material parallel 
other statistics reported in the literature. 
The etiologic and clinical factors of epithe- 
lioma are shown to be important from many 
aspects including diagnosis, prognosis, pre- 
vention, and treatment. The treatment of 
choice in skin cancer depends on the cor- 
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related evaluation of many clinical and 
histologic considerations and is not simply 
a matter of one or the other modality. Any 
acceptable method of treatment should ac- 
complish cure in the great majority of cases 
when used by skilled practitioners. How- 
ever, it should be recognized that one or 
more of these methods may actually be 
contraindicated in certain instances. This 
study shows that all acceptable methods of 
treatment are used by qualified dermatolo- 
gists. Since a uniform method of study 
was applied to all cases, the results ob- 
tained with the various therapeutic modali- 
ties can be compared with more accuracy 
than by comparing isolated nonuniform 
studies reported in the literature. The find- 
ings add further evidence that the method 
of electrocoagulation and curettage, when 
properly performed by skilled dermatolo- 
gists, produces cure rates comparable to 
other acceptable therapeutic modalities. It 
is felt that the tendency of some physicians 
to underestimate this method of treatment 
is unjustified by the facts presented. 


Summary 


This study includes the analyses and cor- 
relations of clinical observations, treatment, 
and five-year or more follow-up of 226 
epitheliomas. The cases were all biopsy- 
proved diagnoses, derived from the private 
practices of five Detroit dermatologists, 
each of wham favored one or more accept- 
able methods of treatment. 


Five-year cures obtained from the total 
of all the therapeutic methods was 94.5%. 
The method of electrocoagulation and cu- 
rettage, commonly used among dermatolo- 
gists, resulted in 94.9% five-year cures. 
The percentages of five-year cures fronf 
the other methods having the largest num- 
ber of cases were 95.5% with scalpel sur- 
gery and 93.9% with x-ray therapy. There 
were 100% five-year cures in 19 cases 
treated with the combined method of elec- 
trocoagulation and curettage plus x-ray 
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therapy. All the methods gave good or 
excellent cosmetic results in the majority 
of cases; however, scalpel surgery gave a 
comparatively less number of excellent 
results. 


It is concluded that no one specific thera- 
peutic modality is optimal for all skin can- 
cers and in certain instances one method 
may actually be contraindicated. In general, 
it is not the particular method of treatment 
that is of greatest importance but the indi- 
vidual physician and his training, experi- 
ence, and capabilities in the application of 
the modality. 

The following dermatologists cooperated in this 
study by permitting me to examine their patients 
and their records: Dr. Lee Carrick, 18050 Mack, 
Grosse Pointe, Mich.; Dr. Stanley J. Joyce, 1078 
Fisher Building, Detroit; Dr. Thomas H. Miller, 
1301 David Whitney Building, Detroit; Dr, 
Hermann Pinkus, 12 E. 4th St., Monroe, Mich.; Dr. 
Arthur E. Schiller, 1737 David Whitney Building, 
Detroit. Dr. Pinkus and Dr. Joyce examined and 
submitted the five-year results of their patients, 
which were 75 and 38, respectively. 


2023 Mack Ave. (36). 
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Some New Observations on the Biology of the 


Skin Surface 


MARION B. SULZBERGER, M.D., and FRANZ HERRMANN, M.D., New York 


The subject we have chosen is certainly 
too vast to be covered even in a full semes- 
ter of lectures, and our title is surely much 
too ambitious. Yet, as you will see, the topic 
which we plan to discuss deals with only 
the few very topmost layers of that magical 
thin envelope called the skin and concerns 
itself almost exclusively with findings and 
theories and hypotheses, many of which 
have been advanced within the last six to 
seven years. 


The human skin surface of which we 
shall speak is, by convention, the region 
which extends from the topmost or outer- 
most limit of the skin down to and includ- 
ing the lowermost horny layer. This 
lowermost horny layer or stratum lucidum 
is also called the stratum conjunctum or 
compactum, or “barrier zone” (Szakall 1#). 
The zone designated as “the skin surface” 
is about 0.02 mm. to 0.04 mm. in thickness 
on the average, although it varies tremen- 
dously from site to site, being of course 
thickest on the palms and soles.* 


Without spending any more time on gen- 
eralities, let us begin to speak of some 
components of the skin surface and their 
varying natures and functions. For the pur- 
poses of today, we shall take the liberty of 
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discussing a number of these components 
in a sort of teleologic fashion, utilizing not 
only known facts, but also working hypo- 
theses in order to illustrate the functions 
and useful purposes which these materials 
may subserve. 


Perspiration and Its Functions 


As you are well aware, cutaneous per- 
spiration consists of two components—the 
secretory, largely aqueous, material derived 
from the sweat glands and the water which 
is passing upwards directly through the 
epidermis and is driven out from the epi- 
dermis by purely physical forces. 


When the secretory product of the sweat 
glands is condensed and can be found on 
the surface as water, it is called “sensible 
perspiration.” When the water is vaporized 
so that it cannot be seen at the surface, it 
forms the “insensible cutaneous perspira- 
tion.” 

1. Cooling Function of Perspiration (In- 
cluding Sweat).—By far the most impor- 
tant function of perspiration (including the 
sweat) undoubtedly lies in its capacity to 
make the body lose heat through the vapor- 
ization and evaporation of the watery ma- 
terial. Thus, under the proper conditions 
of health and environment, perspiration, 
and especially sweat, is produced in greater 
quantities and evaporates at greater speed 
when more calories are produced internally 
and/or when the circumambient tempera- 
tures are elevated. Were it not for this 
thermostat of sweat evaporation, man would 
not be a true warm-blooded or homeo- 
thermic animal, as he would not be able 
to keep his body temperature from rising 
when he exercised or when he was sur- 
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rounded by warm air. He would tend to 
take on the temperature of his environment 
and would approach the state of a poikilo- 
thermic animal, a condition to which his 
organs are not adapted and under which 
he cannot long live and function properly. 

2. Sweat as Softener or Plasticizer of 
Skin and of Horny Layers of Skin.—As 
shown by Irvin H. Blank,* the suppleness 
and softness of the skin depend mainly on 
the proper degree of hydration of the horny 
layers. It was shown both by Szakall 25.6 
and by Irvin H. Blank” that in the outer 
skin the main site of the physiologic depo- 
sition of water is in the base of the stratum 
corneum, i.e., in the stratum conjunctum 
or barrier zone, which we shall discuss in 
more detail later. As Franz Herrmann ® 
has expressed it, “It is the regulatory 
function of this site, which under most 
conditions in temperate climates, saves the 
stratum corneum from excessive evapora- 
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tion and consequently the skin surface from 
brittleness.” It is the dehydration of this 
layer which contributes to ‘“‘chapping,” to 
“dry skin,’ and to the type of xerotic 
crackled skin surface seen in age. And 
it is the humidity of the atmosphere plus 
the sweat and the transepidermal perspira- 
tion which, under most normal conditions, 
supply the water needed to prevent this 
drying out and to maintain an equilibrium 
between water supply and water loss from 
the surface horny layers. In this way, 
under normal conditions, the water per- 
centage of the stratum corneum does not 
fall below 10% of dry weight, a ratio 
which Irvin H. Blank has shown to be 
necessary to maintain the essential pliabil- 
ity, softness, and plasticity of keratin.4 
However, when there are abnormal con- 
ditions in the skin itself—in its surface 
film, in the horny layer, or elsewhere—the 
balance between water loss and water sup- 
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ply can be upset. When we come to discuss 
the lipids of the skin surface, we shall 
examine some of the intrinsic factors caus- 
ing disturbances of the water equilibrium 
and of the hydration of the horny layers. 

The Figure is a diagram showing in 
obviously oversimplified fashion only how 
even in a perfectly normal skin area with 
no intrinsic causes for disturbed water 
equilibrium, the equilibrium may become 
radically altered by atmospheric and envi- 
ronmental conditions. 

3. Function of Sweat in Acidification 
of Horny Layers and Skin Surface-—Most 
of the surface of the skin is normally very 
acid; indeed, one of the most acid surfaces 
of the human body. The pH generally 
ranges on the “nonintertriginous” skin 
sites somewhere between 5.0 pH and 6.5 
pH. The sweat contributes to this low pH 
by supplying some of the constituents of 
a complex buffer system. Together with 
nitrogenous substances, lipids, and inor- 
ganic salts, the lactic acid of the sweat 
forms a delicately adjusted intricate buffer 
system which ordinarily maintains the low 
pH of the skin surface.’ It is this acidity 
which plays some role in the most impor- 
tant self-sterilizing capacity of the skin 
surface, since it helps to control the growth 
of both bacteria and fungi. 


4. Excretory Function of Sweat—There 
can be no doubt that the sweat glands 
excrete, together with the water, many 
substances in true or colloidal solution 
(suspension). There is also hardly any 
remaining doubt that parts of the sweat 
glands, probably not only the tubules, but 
also the ducts, have a function of reabsorb- 
ing water, electrolytes, and other solutes. 
This has been indicated by a number of 
more recent studies, such as those of Lobitz 
and co-workers,®!” of Schwartz and his 
collaborators of the Rockefeller Institute,“ 
of Araki and Ando,” and of our group at 
the New York Skin and Cancer Unit. 
Therefore, it is not an error to regard the 
2,000,000 and some odd sweat glands which 
the normal skin possesses as a sort of third 
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kidney, helping the body to eliminate waste 
products and to maintain a fluid equilib- 
rium. This is very convincingly demon- 
strated also by the work of Jerome Conn 
and his group, showing that just as the 
kidney adjusts its functions in order to 
aid the body to overcome various forms of 
stress and associated disturbances in equi- 
librium among the electrolytes, so the sweat 
organs, too, alter their excretory and reab- 
sorption capacities under the regulatory 
influence of the adrenal cortex." For 
the sweat glands, as well, apparently se- 
crete and reabsorb water and solutes in 
the manner and degree necessary to help 
maintain a positive sodium chloride balance 
during the stress produced by prolonged 
exposures to environmental heat (acclimati- 
zation, heat adaptation) and/or the stress 
caused by restriction of sodium chloride 
intake.*** 

5. Emulsification of Lipids by Sweat.— 
On the surface of the skin the watery 
material derived from the sweat and the 
skin surface lipids do not remain separate. 
They intermingle to constitute an emulsion 
which forms a film at the surface and 
which is present likewise in the follicular 
infundibular orifices and the barrier zone 
and is also moving in some fashion through 
the interstices of the horny layers. This 
emulsion has many remarkable properties. 
First of all, its watery and lipid constitu- 
ents have reciprocal emulsifying forces 
which are, as shown by Herrmann and 
co-workers, superior to the emulsifying 
forces found in other somewhat related 
materials, even those which are known to 
be strong emulsifying agents.” 

A striking example of the seemingly 
purposeful arrangements of some biologic 
systems is the fact that while human skin” 
surface lipids and human sweat in general 
emulsify one another very well, and often 
without the need for agitation, sweat from 
the same person and lipids from the same 
person have the strongest possible tendency 
to enter into emulsion with each other. 
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One of the most important properties of 
this emulsion will be discussed later when 
we discuss its lipid phase. 


Functions of the Lipids of the 
Skin Surface 


When one thinks of the lipids of the skin 
surface, it is of course essential to recog- 
nize that these are not by any means all 
derived from the sebaceous glands. A small 
but functionally important fraction surely 
is derived from the process of epidermal 
cornification, This horn lipid, or “Horn- 
fett,” as Paul Linser has called it, in 1904,26 
while quantitatively small in proportion to 
the amount of lipids coming from the 
glands, appears to possess several impor- 
tant properties of its own. The indications 
are that one of these is its property as an 
emulsifying agent, i.e., as the moiety initi- 
ating the reciprocal emulsification. 

1. Function of Lipids in Emulsification 
of Aqueous Components.—The lipids—and, 
as stated, especially important apparently 
are those derived from the process of corni- 
fication—contain emulsifying agents which 
produce an “oil in water” system when the 
aqueous phase is in excess, e.g., after in- 
tense sweating, and a “water in oil” system 
when the fatty phase is in excess.?° In this 
emulsion, the available water is taken up 
and stored (retained) or liberated and 
given off as required, and so it acts both 
as a water-attracting and a water-supplying 
sponge. It is a sort of physical buffer sys- 
tem for the homeostasis of the water con- 
tent of the skin surface. The emulsion sees 
to it that the water does not go off too 
quickly into the atmosphere nor go in too 
quickly into the other constituents ,of the 
skin. This lipid and water emulsion there- 
fore contributes in a decisive manner to 
maintenance of the proper hydration of the 
horny layer. Some of the aqueous phase 
of this emulsion comes from the outer at- 
mosphere, some of it from within in the 
form of transepidermal perspiration, and 
some of it from the sweat itself. 
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2. Production of Vitamin D Precursor 
and Vitamin D Itself from Epidermal 
Lipids (1.e., the lipids segregating from 
the epidermal cells during keratinization). 
It is most recently that V. R. Wheatley and 
Reinertson, of the Rothman group,27?8 
showed conclusively that in the epidermis is 
the precursor of vitamin D (Ds), provita- 
min D, in the form of 7-dehydrocholesterol. 
This substance is found at a depth to which 
the activating ultraviolet light can penetrate 
and produce the transformation of the pre- 
cursor into the vitamin. Immediately below 
the skin surface by our definition, a good 
part of the vitamin D which natural sun- 
light gives to the body is formed, circulates, 
and can be reabsorbed. 


3. Lipids of Skin as Source of Fatty 
Acids and Their Function.—As Nicolaides 
and Wells, of Rothman’s group, have 
shown,’ and as is also borne out by very 
recent experiments of Franz Herrmann and 
collaborators,*° the free fatty acids which 
are derived from the lipids and are found 
on the skin surface are produced mainly 
through microbial action. These fatty acids 
contribute to the marvelous self-sterilizing 
capacity of the skin surface. The thesis that 
microbial action is the main source for 
producing free fatty acids is supported by 
the more recent findings of Herrmann and 
Scher,*° showing that the amount of free 
fatty acid is normally greater at the top- 
most layers of the skin surface (where 
microbial colonization takes place prepon- 
derantly), i.e., is about one and one-quar- 
ter to one and one-third times as great 
in the upper layers as it is in the deeper 
horny layers. The assumption of the role 
of micro-organisms in producing free fatty 
acids is also supported by the fact that the 
acid number at the skin surface tends to 
be higher in the summer and hot weather 
(Tingstad et al.,°1°? Herrmann et al.33:34), 
Another piece of presumptive supporting 
evidence is a recent demonstration by Herr- 
mann and Coon? that the administration 
of antibiotics orally appears to tend to re- 
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duce the acid number, i.e., the concentra- 
tion of free fatty acids. This again shows 
the beautiful mechanism of a form of 
homeostasis. As the number of micro- 
organisms goes up, the quantity of free 
fatty acids, which inhibits their growth, 
increases; and the increase in free fatty 
acids again tends to reduce the number of 
micro-organisms. This in turn reduces the 
quantity of free fatty acids and thereupon 
the number of micro-organisms goes up 
again—and so da,capo! 

4. Function of Sebum Component of 
Lipids of Skin Surface-—While it is highly 
probable that in order to act as an emulsi- 
fier the “horn fat’? or epidermal lipid is 
a very important constituent qualitatively, 
the small quantity of this lipid moiety, as 
well as some of its physicochemical charac- 
teristics are in all probability not adequate 
to perform certain functions required of 
total lipids at the skin surface. It requires 
the greater quantity of lipids and the dif- 
ferent kinds of lipids derived from the 
sebaceous glands to constitute the entire 
lipid phase of the emulsion and also to 
make a film on the skin surface which will 
have sufficient bulk and possess certain pro- 
tective and softening properties. This func- 
tion of the sebum component of lipids is 
best illustrated by the study of patients and 
skin sites in which the sebaceous glands 
are so reduced in number or altered in 
function that they produce reduced amounts 
of lipids, or indeed, the lipid production 
from this source is absent. One of the im- 
portant results of this absence of lipids 
from sebum is the fact that the water com- 
ing to the skin surface from sweat or other 
sources is not emulsified and held but sinks 
in at once into the sponge of the keratin 
and horny layer. Thus, it produces a 
“pseudoanhidrosis’ (Sulzberger, Herr- 
mann, Morrill, Pascher, and Miller 3#), for 
in areas of this kind, many of the ordinary 
tests for sweating show reduced or absent 
sweating. Moreover, such is the remarkably 
strong absorption capacity or avidity of the 
deeper layers that the skin surface, de- 
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prived of its necessary hydration, becomes 
dry and scaly, itchy, and often reddened. 


Horny Layers and Their Functions 


It is, of course, an error to think of the 
horny layers as being constituted exclu- 
sively and entirely of the proteins known 
as keratins. The horny layers contain not 
only the keratins but also the very impor- 
tant water-extractable nitrogenous com- 
pounds preponderantly present in the lower 
layers including polypeptides, purine deriv- 
atives, as well as free amino acids. The 
presence and nature of these substances 
were elucidated by Szakall %3 and also by 
P. Flesch.**88 In addition, the stratum 
corneum contains lipids, lipoproteins, pen- 
toses, and glycoproteins. Each and every 
one of these components has its function 
in the aggregate of functions of the horny 
layers. 

1. Horny Layers as Receptacle for 
Sebum and Other Lipids in Emulsion.— 
When one collects, under standardized con-. 
ditions, lipid from a given area of skin 
with ether and measures the amount of 
lipid which is removed, one obtains .a cer- 
tain quantity which is usually fairly char- 
acteristic and constant for the site and 
subject examined. Since the sample was 
obtained from the area without any delib- 
erate preceding procedure or deliberate 
protection of the area, we have called this 
level the “casual level’—that which is ob- 
tained on casual removal.*® Now, if—fol- 
lowing lipid collection with ether—one 
subjects the same area to ether collection 
not just once, but at half hour intervals 
for two hours, that is, four times, and takes 
the sum of the amount of lipid obtained in 
the four collections, one gets a figure which, 
with remarkable consistency, is approxi- 
mately equal to that obtained at the casual ° 
collection. This fact, namely, that no more 
lipid can be collected from a given area 
after long periods of time than is obtain- 
able relatively fast by multiple collections 
at short intervals has been interpreted as 
being due to a back pressure or braking 
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effect exerted by the quantity of sebum on 
the surface upon the maximum rate of 
excretion from the sebaceous glands. How- 
ever, Herrmann and co-workers showed 
that if one prevents removal and outflow 
of sebum from a given area by building an 
obstacle to extraneous contact and to flow- 
ing away or wiping away from the area, 
the amount of lipids which can be collected 
from this area far exceeds the casual level 
of that area.*® It is multiples of it. This 
has proved beyond any doubt that it is not 
the amount of sebum at the surface which 
is of greatest importance in controlling and 
braking the further production of sebum 
by the sebaceous glands.*°* 

An alternate explanation which occurred 
to us is that the lipids which can be ob- 
tained by surface ether extraction from a 
given area of skin surface are in their 
emulsion held in a receptacle which is 
formed by the meshwork of the horny 
layers, the follicular infundibula, and the 


surface crypts and controlled by the emul- 


sifying forces and factors which produce 
and uphold the lipid emulsion film. This 
receptacle, in a wider sense, has a given 
capacity. Once this capacity is exceeded 
by the amount of lipids produced in the 
area, there is simply an overflow, loss or 
removal of lipids from the site. For this 
reason, after a certain length of time has 
elapsed, only a fixed maximum amount of 
lipids can be obtained by extraction from 
a given area of skin surface. By and large, 
these experiments and interpretations are in 
agreement with the pertinent results and 
conclusions at which Shelley and Kligman 


f arrived more recently.* 

\ 2. Functions of Lowest Part of Horny 

ed Layer, “Barrier Zone.” —Perhaps the 
egreatest single contribution to modern 


knowledge of the properties and functions 
of the skin surface has been in the work of 
Szakall 15 and his elucidation of the vari- 
ous functions of the stratum compactum, 
conjunctum, or so-called barrier zone.**® 
The following list of the vital properties 
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and of functions of the barrier zone is based 


on the compilation of Stüpel and Szakall 5 : 

1. Its enormous hydration capacity. 

2. Its regulation of the passage and transport 
of water through the skin and skin surface. 

3. Its regulation of the pH within the stratum 
corneum (which decreases towards the base where 
the acidity is strongest). 

4. Its capacity to bind alkali and acid. 

It forms an electropositive layer (H groups) 
just above an electronegative layer (OH groups) 
in the’ stratum granulosum which then together 
constitute the “electric double membrane” de- 
scribed many years ago by Stephen Rothman and 
other investigators.“ * 

5. Its great ultraviolet absorption and photopro- 
tective capacity. 


From this list it will be seen that many 
of the properties of the horny layer as a 
whole which we have previously discussed 
are actually centered mainly in its barrier 
zone or stratum compactum. Unfortunate- 
ly, in this short presentation we shall be 
unable to give more details concerning the 
water-regulatory function of the barrier 
zone proper (Points 1, 2 and 3) than have 
already been discussed in dealing with the 
stratum corneum as a whole. However, it 
appears in order here to add a few words 
(a) concerning the function of the barrier 
zone as the site of protection against pene- 
tration (Point 4 above) and (b) concern- 
ing the ultraviolet absorption capacity and 
photoprotection (Point 5). 


(a) Barrier Zone as Electric Double 
Membrane Resisting Penetration: The 
barrier zone is, as its name implies, the 
barrier for things coming from the outer 
world and penetrating or attempting to 
penetrate into the skin and body, and also 
the barrier for things coming from below 
and trying to penetrate the barrier to go 
outwards. The weakest points in this bar- 
rier, the chinks in the armor against pene- 
tration, seem to be in the follicles. Whether 
it is because here the barrier changes its 
nature or virtually disappears anatomically 
is not known. At any rate, many substances 
which can be made to penetrate the skin 
from the outside, go through the follicles 
in the main. This has been shown in many 
ways.*® 
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oe Since many deies a great deal has been 
reported about the ways in which the bar- 
rier zone confers and displays impermea- 
bility. However, much new information 
has been acquired relatively recently. Un- 
fortunately, the entire complex of mecha- 
nisms has not yet been elucidated, and it 
= will probably take many more decades be- 
fore the new data can be integrated with 
the older information. Thus, Monash and 
- Harvey Blank, on the basis of rather recent, 
though perhaps somewhat crude studies (of 
_ the effect of local anesthetics and of hista- 
mine phosphate after stripping of skin 


areas normally not free of hair follicles) 


arrived at the opinion that virtually the 
entire thickness of the stratum corneum 
forms the barrier to penetration of electro- 
lytes. 

Nevertheless, if we take one very simple 
set of circumstances as an example, current 
knowledge and opinion would indicate the 
following mechanism for prevention of 
penetration. Simple electrolytes in aqueous 
solution when they come to the barrier zone 
probably become adsorbed or actually enter 
into chemical combination with some of 
the nitrogenous water-soluble material con- 
tained in that layer of the stratum corneum. 
Then, at a later date these electrolytes can 
be slowly released and given off, a large 
quantity passing to the outside and being 
eliminated while just tracer quantities 
sometimes penetrate into and through the 
skin. It will be recognized that in this 
mechanism the polarity of the materials 
plays a decisive role and their influence by 
attraction or repulsion is a fundamental 
part of the barrier effect concerned. Acid 
groups can be thought to be lined up along 
the base of the barrier zone and basic 
groups immediately below, an arrangement 
to which, as stated, Stephan Rothman called 
attention in his very early studies and to 
which many others have referred; so that 
one can say in all truth that the barrier 
zone is a true barrier and that it is the layer 
of the epidermis in which the maximum 
impermeability of the skin resides. 
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(b) Barrier Zone as Screen of Protec- E 
tion Against Ultraviolet Rays: It is- e 
Guido Miescher 15? who deserves the main — a 
credit for emphasizing the role which 
keratin plays in protecting the skin from _ a 
ultraviolet rays. He called attention to the i 
fact that the melanin pigment, which was 
ordinarily considered as the main protec aa 
screen against ultraviolet rays, was actua 
sparse in the upper epidermis, and that it 
was for the layers above the heavily Pea A 
mented lower epidermis that the stratum E 
corneum acted as the great ultraviolet filter. z. 
It was demonstrated (1) that just like the — a 
increase of pigment in normal persons who 
develop protection, the horny layer also- 
increases tremendously and rapidly in - 4 
depth upon exposure to ultraviolet light, — 
and (2) that the horny layers absorb ultra- 
violet light maximally in those wave lengths 
of the ultraviolet spectrum which are 
known to produce biological damage and | 
erythema. This observation was amplified 
by Szakall’s?*5 demonstration that the — 1a 
water-soluble content of the barrier zone Eo 
absorbs ultraviolet rays maximally in the 
area of 2,650 A., i.e., precisely those wave 
lengths which are the most harmful to 
cellular mitosis. 
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Another interesting confirmation of the En 
role of the barrier zone in protecting 2 
against ultraviolet light may be found in a 
the latest investigations reported by S. W. — 
Becker Jr. These showed that when 
patients receive 8-methoxypsoralen (Ox- | 
soralen) by mouth and develop increased E 
tolerance of their skin to repeated expo- Be. 
sures to ultraviolet rays, the stratum luci- E 4 
dum or barrier layer increases its thickness — 
very materially. Indeed, this thickening of — 
the stratum lucidum afforded such uba Ei 
tial protection against ultraviolet rays that > 99 
after 8-methoxypsoralen administration, tol- ; 
erance to sunlight was greatly increased even 
in nonpigmented vitiliginous skin, where no 
pigment had formed and only the thickened 
stratum lucidum afforded the effective ul- 
traviolet filter. 
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R. omitted, 
_ hairs and their functions, the skin pigments 
and their functions, and the nerve endings 
and their functions of recording and trans- 
_mitting the sensations of touch, pain, itch, 
heat, and cold. Even our discussion of the 
~ selected components and structures, i.e., of 
= the perspiration, the lipids, and the horny 
_ layers, including the barrier zone, has per- 
= force been oversimplified and incomplete. 
= Despite these limitations we hope that our 


_ assembling many delicately adjusted, 
_ premely purposeful, and indeed vital func- 


k T Comment 


_ We have been able to present but a small 
-fraction of the available knowledge con- 
cerning the surface of the human skin. 
= Many vital features have been entirely 
including the various types of 


presentation will suffice to show that what 
was considered just a few years ago to be 
an unimportant thin layer composed of 
simple and “dead” structures with uncom- 


plicated mechanisms must now be recog- 


a marvelously complex zone 
su- 


nized as 


tions. Most of these functions serve to 


protect the person from the attacks of 
= potentially damaging forces coming from 


his environment. In general, they can also 


be described as mainly homeostatic mecha- 
nisms. 


Among these there are the homeo- 
static mechanisms for maintaining an even 
body temperature, for regulating the sur- 


face pH, for the outward and inward pas- 
sage of water, for forming an oil-in-water 
or water-in-oil 
= softening and plasticizing effects upon the 
surface layers, 
- microbial growth, 
ultraviolet damage and against ingress of 
harmful agents, living or dead. 


emulsion, for supplying 


for preventing excessive 
for protection against 


All of these homeostatic systems and 
protective adjustments take place within a 


* diaphanous surface layer of the skin which 
_ measures on the average no more than 0.03 
mm. in depth. Thus, it will be seen that 


the skin surface is truly the boundary be- 

tween the person and his environment. 
Hereon and herein there occurs the con- 

stant interplay of action and reaction which 
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insures the survival of the Fiat despite 
the many environmental forces which attack 
him and to which he must adjust or perish. 

New York University-Bellevue Medical Center, 


New York Skin and Cancer Unit of University 
Hospital, 330 2d Ave. (3). 
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Dermatitic and Pigmentary Reactions to Monobenzyl =~ 


Ether of Hydroquinone 


Report of Two Cases 


CLETE S. DORSEY, M.D., Pasadena, Calif. 


During the past two years case reports 
of contact dermatitis, leukoderma, hyper- 
pigmentation, and combinations of leuko- 
derma and hyperpigmentation after the use 
. of commercial ointments containing mono- 
benzyl ether of hydroquinone (MBH) have 
been appearing in the literature.*® It is the 
purpose of this paper to add to the litera- 
ture two more patients who experienced 
such reactions. 


One of them was a fair-skinned blonde 
woman. To my knowledge, leukoderma 
after the use of monobenzone (Benoquin) 
ointment in a fair-skinned person has not 
been previously reported. The leukoderma 
in both patients has lasted for nearly three 
years. The tendency for MBH leukoderma 
to persist for years has not received suff- 
cient emphasis in the literature and is one 
of the bases for these case reports. 


Submitted for publication May 1, 1959. 

Instructor, Department of Dermatology, Univer- 
sity of Southern California School of Medicine, 
Los Angeles. 


Fig. 1 (Case 1).— (a) 
Photo taken April 15, 
1956. Dotted line shows 
extent of original der- 
matitis on chest. All areas 
with pigment change were 
also originally involved 
with dermatitis. Note re- 
ticulated hyperpigmentary 
change on the neck. The 
white dots and the hyper- 
pigmentation in this area 
have not changed since 
first seen one month 
after onset of dermatitis. 

(b) Photo taken on 
Nov. 21, 1958, to show 
extent of repigmenta- 
tion since April 15, 1956. 
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Report of Cases 


Case 1—A 27-year-old Mexican man applied 
a commercial ointment containing 20% MBH to EG Es, 
his right cheek in January-February, 1956. A rt 
severe widespread dermatitis occurred a few hours E a 
after the fifth weekly application. It was pre- | 
sumed that the widespread nature of the 
dermatitis was due to contamination of other parts ie 
of his body with traces of ointment. be Sy 
dermatitis lasted four weeks after which time  ~ 
leukoderma appeared in some of the areas which 
had been involved with dermatitis (Fig. la). An A 
area of reticulated hyperpigmentation appeared on a 
the neck (Fig. 2d). For three months in the sum- — an 
mer of 1956 the patient was given 30 mg. ° 
of methoxysalen (Oxysoralen) daily and advised to ay E 
expose the whitened areas to the sun. This treat- o 


2 an 
Si A: 


ment did not increase the rate of repigmentation.- 
No other treatment for the leukoderma has been | aa 
given. From February, 1956, to April, 1959, there — E 
has been a very gradual return of pigment to x $ | 
the whitened areas. Serial photographs taken in ~ a 
1958 revealed that pigment was still returning at eS 
that time (Fig. 2a and b). The hyperpigmented 
area has not changed during the three years of ob- 
servation (Fig. 2d). yi 
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A biopsy of an area of leukoderma performed “an 
Ne 
in Nov., 1958, revealed normal melanocytes within — 24 
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the epidermis. In March, 1959, a patch test to full 


strength Benoquin ointment was strongly posi- 
tive (Fig. 2e). 


Comment 


If topical, instead of oral psoralen ther- 
apy, had been used in this patient, repig- 
mentation might have been accelerated as it 


Fig. 2 (Case 1).—(a) Photo taken on Nov. 21, 
1958, 

(b) Photo of some area taken on Jan. 19, 1959, 
to show that gradual repigmentation is still taking 
place. 

(c) Photo taken on Jan. 19, 1959. The mildly 
depigmented area of upper lip at Y has not 
changed since the original reaction. Not shown well 
in the photograph but well-visible clinically at X 
are white hairs growing out of one of the orig- 
inal white spots. 


(d) Photo taken Jan. 19, 1959. Note the 


reticulated nature of the hyperpigmentation. This 
has been called honeycomb dyschromia by Latapi. 
Note the white dots showing permanent depig- 
mentation. In this patient only the neck showed this 
type of change. 

(e) 4+ patch-test reaction to full strength 
Benoquin ointment 3 years after original reaction, 
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was in a patient reported by Canizares 
et al 

The positive patch test to Benoquin oint- 
ment was surprising in view of Spencer’s 
observation that patients who are repig- 
menting will have a negative patch test to 

senoquin ointment.” 

Case 2.—A 45-year-old fair-skinned woman ap- 
plied full strength Benoquin ointment to both sides 
of her neck every night for two weeks. Six hours 
after the 13th or 14th application, she developed a 
severe widespread vesicular dermatitis. As the 
dermatitic erythema faded leukoderma appeared on 
the left side of the neck but nowhere else. During 
the next 32 months there has been a 30% decrease 
in the size of the area of leukoderma (Pig. 3). 
That portion of the area of leukoderma which was 
covered by clothing has not repigmented. 

, The patient 
leukoderma. 


received no treatment for the 


Comment 

Evidently the stimulus of naturally oc- 
curring sunlight repigmented the area of 

Fig. 3 (Case 2).—Photograph taken on Jan. 14, 


1959, 31 months after a dermatitic reaction to 
Benoquin ointment. Originally the medial and 


lower border of the leukoderma were as distinct as 
the upper and lateral borders. Individual patches of 
leukoderma higher up on the neck were originally 
milk white. The patient has avoided open neck 
dresses because of the leukoderma and consequently 
only the medial portions have repigmented. 
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-leu code which was not covered by 
= clothing. This confirms the observation of 


A others that melanocyte stimulation is more 
effective in MBH leukoderma than it is in 
- naturally occurring vitiligo." 


z General Comment 


Originally, MBH came to the attention 
of dermatologists because it was able to 
produce a milk-white leukoderma in human 
skin. Its use therapeutically in ointments, 
during the past five years, has brought to 
_ light some effects which were not appreci- 
ated in the earliest reports. Thirteen per 
cent of persons who use an ointment con- 
taining MBH will develop contact derma- 
 titis8 and some of these will develop a 
semipermanent dermal or epidermal hyper- 
pigmentation?! In countries where oint- 
‘ments containing MBH are available over 
the counter, i.e., without a prescription, 
‘there have been numerous case reports of 
‘severe dermatitis and bizarre hypo- and 
hyperpigmentary changes in the skin result- 
ing from their indiscriminate use by pa- 
tients who were not under the care of a 
physician?* However, even in this coun- 
try, where such ointments cannot be ob- 
tained without the consent of a physician, 
there have been a few similar case re- 
k ports.+615 Tt is not known how frequent 
= these more serious reactions are when the 
treatment is under the supervision of a 
physician. 

The contact dermatitis which follows the 
use of MBH topically varies from mild to 
severe. In the patients reported here it 
was severe and widespread. Evidently mi- 
nute traces of an ointment containing MBH 
are sufficient to produce a dermatitis and 
leukoderma at sites distant from the site 
of application? For this reason patients 
who are using such ointments should be 
cautioned to wash their hands carefully 
after each application. 
~ The length of time required for MBH 
E _ leukoderma to repigment varies from two 
_ months to periods of unknown duration. 
$ i Leukoderma produced by a patch test to 
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Benoquin ointment usually repigments 3 
within a few months. However, larger 
areas of leukoderma which result from the ~ 
patient’s clinical use of an ointment con- i 
taining MBH do not completely repigment 
for years unless the affected areas are it 
being treated with melanocyte stimulants? 
This fact has not received sufficient em- 
phasis in the literature. Although most 4 
patients with MBH _ leukoderma begin a 


5. 


tO a5 
repigment soon after the ointment is” ; f 
stopped, complete recovery may be delayed 
for many years or, in rare cases, may never 53 
occur. If the melanocytes have been de- 1 
stroyed by the dermatitic reaction, the ‘a 


me 


delayed publication of these two case re- | 
ports for more than two years in order to. 
see how long it would take for complete = 
recovery to occur. As will be seen from 
the accompanying photographs, there has 
been 20% to 40% recovery within a period 
of approximately three years. t Bh 

Hyperpigmentary reactions to MBE A 
tend to be permanent.?!4 In Case 1 of this “i R 
report the mild hyperpigmentation, involv- — 
ing the neck (Fig. 2d), has not faded _ 
within the follow-up period of three years. — 

Several authors 38 have stated that 
MBH will not produce milk-white leuko 
derma in a fair-skinned person. Case ZA 
of this report demonstrates that this is not 
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Although dermatitis will occur in ap- i 
proximately 13% of persons who use oint- 
ments containing MBH,’ leukoderma and 

hyperpigmentary changes will probably oc- 58 | 
cur with a frequency of less than 1%. a 


Lerner and Fitzpatrick reported a series Ag 
of 85 patients who used Benoquin ointment 
over a period of time without developing 
leukoderma or hyperpigmentation.® Ito has 4i 
treated more than a hundred patients with; 
out observing such a reaction? Most of 1 
the patients who have developed severe 
pigmentary disturbances after the use of 
MBH ointment had not been under a doc- a 
tor’s care or else had continued to use the og 
ointment long after the doctor thought thats 5 
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; they had discontinued it. This was true in 
both of the cases reported here. Probably 
it would be wise for the physician who is 
= Prescribing an ointment containing MBH 
= to prescribe only an amount sufficient to 
= last one or two weeks, and refills of the 
ae prescription should be prohibited. 

ee Summary 

a _ Two more case reports of contact derma- 
= titis, leukoderma and hyperpigmentation 
~ after the use of ointments containing mono- 
benzyl ether of hydroquinone have been 
i a added to the literature. Emphasis has been 
: a placed on the fact that one of the patients 
` was a fair-skinned Caucasian. Some au- 
E thors have felt that such persons are im- 


B, e 
<~ mune to the total bleaching effect of 


E monobenzyl ether of hydroquinone. Both 
` patients have been followed for several 


== years to see how long it would take for 
T normal pigmentation to retum to the 


bleached areas. A 20% to 40% return has 
occurred during the follow-up period of 
approximately three years. 


i E 65 N. Madison Ave., Pasadena, Calif. 
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Connective Tissue Nevi 


Familial Occurrence and Association with Osteopoikilosis 


- COL. ALLEN D. SMITH (MC), U.S.A.F., and MORRIS WAISMAN, M.D., Tampa, Fla. 


Nevoid anomalies of the connective tis- 
sue of the skin are uncommon. Prakken,! 
in 1952, uncovered 48 cases in the literature, 
but his compilation was not entirely com- 
plete. Described and named are various 
clinical forms, including juvenile elastosis, 
sclerodermoid nevus, zosteriform nevus, 
and cobblestone nevus, in which abnormal- 
ities of collagen or elastic fibers or both 
are concerned. “Collagenous plaques,” or 
“shagreen patches,’ are connective tissue 
nevi frequently associated with adenoma 
sebaceum.** So long as nothing is known 
concerning the etiology or pathogenesis of 
connective tissue nevi, no useful purpose 
is apt to be served by separating the various 
morphologic manifestations into rigid taxo- 
nomic pigeonholes. The term connective tis- 
sue nevus (“nevus” signifying a congenital 
deviation in structure, synonymous with 
hamartoma) is a suitable one for encom- 
passing all the clinical and histopathologic 
variants, 

Prakken * synthesized the following clin- 
ical description from his survey of reported 
cases: 

The smooth, white, or yellow, flat, slightly elevated 
and somewhat indurated lesions vary in size from 
a pinhead to half a centimetre or more in diameter. 
In some cases there is a tendency to perifollicular 
localization. The lesions are grouped together to 
form one or more patches of varying size, which 
in most cases are localized asymmetrically, some- 


times more or less zoniform. In rare cases large 
areas of the body surface are involved. 


Steiner * found only one instance in the 
literature of familial transmission of con- 
nective tissue nevus, and this he considered 
doubtful. l 

Recently we have had the opportunity to 
observe three cases of Connective nevi in 


Submitted for publication May, 18, 1959. 


one family, two members of which were | 


found to have skeletal disturbances charac- 
teristic of osteopoikilosis. 


Report of Cases 


A boy, 6 years old, was seen as an outpatient at 
MacDill A.F.B. Hospital elevated 
cutaneous lesions over his trunk. At the age of 


because of 


3 years a patch had appeared on the right side of 
his chest, and up to the present time it had in- 
creased slowly in size, while new, smaller but 
lesions became evident over the upper 
abdomen, the midchest, and the small of the back. 


similar 


The patient displayed a slightly elevated plaque, 
measuring approximately 10X12 cm., on the right 
side of his chest below the nipple line; it was 
yellow to orange in color, was of rubbery, rather 
firm, consistency, and showed pseudopod-like ex- 
tensions from its periphery (Fig. 1). The lesions 
in other locations varied from a fraction of a 
centimeter to 2 cm. in diameter, and they showed 
characteristics similar to those of the first. The 
surface was somewhat nodular, with a suggestion 
of orange peel appearance, such as might be 
associated with an urticarial wheal. Relatively 
few lanugo hairs were visible over the lesions. The 
clinical diagnosis was connective tissue nevus 
(juvenile elastosis). 


Fig. 1—Connective tissue nevus of trunk of 


6-year-old boy. Oval mark near upper anterior 
corner is scar of biopsy. 
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Fig. 2—Roentgenograms of hands, hips, and 
pelvis of patient shown in Figure 1, demonstrating 
spotted lesions of osteopoikilosis. 


The parents stated that the lesions turned red 
and itched when the patient became overheated, 
and these observations were corroborated by placing 
him in a steam bath. The starch-iodine test re- 
vealed a small amount of sweating over the large 
plaque. 

General medical examination, including inspec- 
tion of the ocular fundi, revealed no evidence of 
disease, and routine laboratory tests gave findings 
within normal 
Martin A. Thomas) 
small islands of condensation in the bones of the 
shoulder regions, the hips and pelvis, the knees, 
and the hands and feet. The radiologic diagnosis 
was osteopoikilosis (Fig. 2). 


limits. X-ray examination (Capt. 


disclosed a scattering of 


e A biopsy specimen from the thoracic plaque 
showed a thickened cutis 
of otherwise collagen bundles 
Sparse hair follicles were present, and there were 
normal sweat glands. Elastic tissue stain disclosed 
some areas with apparently intact elastic tissue, 
some with fragmentation and thickening of elastic 
fibers, and a few foci of agglomerated, coarsened, 


irregular, and thorny elastic fibers in the middle 


with increased numbers 
unremarkable 
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biopsy specimen 
Two clusters 


3.—Photomicrograph of 


Fig. 
trom plaque illustrated in Figure 1. 
ot coarsened and irregular elastic fibers stand out 


in the middle portion of the cutis. Orcein stain; 


< 80. 
(Dr. Elson B. Helwig, 
of the Armed Forces Institute of Pathology, and 
Dr. Hamilton Montgomery and Dr. R. K. Winkel- 
mann, of 


zone of the cutis (Fig. 3). 


the Mayo Clinic, reviewed the histo- 
pathologic material.) 

The patient’s father, a healthy man 31 years 
old, bore on his right hip a lesion similar to that 
of his son, which had been present as long as 
he could remember. His medical examination and 
routine laboratory tests were noncontributory. 
Histologic examination of a biopsy specimen from 
revealed changes almost 


the cutaneous plaque 


identical with those described for his son. X-ray 
examination demonstrated numerous tiny islands 
of compact bone in the pelvis and hip joints; 
about the knee joints; in the bones of the feet, 
hands, and wrists; in the shoulder girdle; in the 
humerus, and in the scapula. Lesions were not 


evident in the skull. 


A daughter, 4 years old, showed a yellowish 
plaque on the posterior aspect of her left thigh, 
measuring 5 cm. in diameter, which had appeared 
skeletal 
of this child yielded no evidence of abnormality. 


two years previously. A X-ray survey 
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Ue “Two ether children, a boy aged 11 and a girl 
Oy aged 10, had no notable lesions of the skin, and 
re ‘their x-ray surveys were normal. The mother, 


also, showed neither cutaneous nor roentgenologic 
Fi Skeletal disturbances. 


wi The father and mother were not consanguineous. 


a There was no history of unusual diseases in the 

-children or adults. The parents were not aware 
ie of any ‘skin or bone disease in their own parents, 
siblings, or other relatives. 


be 
FE. Comment 
x Skeletal abnormalities coexisting with 
certain dermatoses, congenital and acquired, 
are recognized in a variety of disturbances, 
including von Recklinghausen’s disease, sar- 
coidosis, syphilis, pseudoxanthoma elasti- 
cum, and Hand-Schüller-Christian disease. 
More recently, the osteocutaneous syn- 
_dromes have been multiplied to include 
-~ urticaria pigmentosa (mastocytosis), poiki- 
 loderma congenitale, and incontinentia pig- 
menti. The association of cutaneous and 
osseous anomalies is interpreted as a reflec- 
tion of their common mesodermal deriva- 
tion. 
`  Osteopoikilosis, so-called “spotted bone 
= disease,” first described by Albers-Schön- 
berg, in 1915, is a harmless malformation 
usually discovered accidentally in roentgen 
examinations.” Few or numerous, round or 
oval, sharply circumscribed areas of in- 
_ creased bone density appear, varying from 
1 to 10 mm. in size. The usual site of 
_ abnormality is the spongiosa of the carpal 
_ bones, the tarsal bones and phalanges, the 
-~ epiphyses and metaphyses of long bones, 
~ and the pelvis. The spinal column, ribs, 
sternum, and sacrum are less commonly 
_ involved, and the skull is affected only 
= occasionally. Apparently, a number of years 
Ls are required for the development of the 
= bony anomaly, and once the process is 
= completed, at about the age of puberty, no 
~ further osseous changes develop. Micro- 
= scopically, the foci of compact bone are 
found to consist of a close-meshed network 
_ Of osseous trabeculae. 
i Buschke and Ollendorff (Curth),® 
= 1928, reported a case of dermatofibrosis 
7 lenticularis sa aes nt in which numerous 
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ae 
cutaneous nodules pean over large. B 
areas of the body and changes of osteopoi- E 
kilosis were discovered in the bones. Mi- py 
croscopic examination of a biopsy specimen “ 
from the skin showed “fibromatous” thick- 
ening of the cutis without alterations of 3 
elastic fibers. The only disturbance was ang ; ie 
increase in the number of normal- “appearing 
bundles of collagen. This report was not — 
included in Prakken’s review, but we sug- Pe 
gest that its characteristics link it with the — 
group of connective tissue nevi. EA 
In 1934, Curth? examined the literature o 
of osteopoikilosis and ` dermatofibrosis — oe 
lenticularis disseminata, finding 35 cases of — 
the bony anomaly, in 5 of which the skin ES 
lesions appeared, 4 of them showing a 4 
familial association. Curth considered tana 
the osseous and cutaneous lesions repre- 
sented a hereditary localized malformation 
of mesenchymal tissue. e 
The involvement of elastic tissue, as — 
encountered in our cases, is simulated by a. be 
precedents in the literature. Lewandowsky * ex i 
(1921) reported three instances of “naevus 4 i 
elasticus,” solitary elevated plaques of the K 
chest comprised of grouped, multiple, tiny, : 
firm papules of pale yellow color, many 4 
showing a central lanugo hair or a tiny 
dell. Elastic tissue stain showed marked _ 
degenerative alterations, consisting of splin- E 3 E 
ters and skeins of elastic tissue in the upper 
cutis, variable thickness of individual fibrils, 
nodulation of fibrils, and amorphous flakes. 
The case of Weidman, Anderson, eet 
Ayres,” classified as juvenile elastosis, ‘nad 3 
clinical aspects almost identical with ours, 
and the histologic alterations of the elasti aa 
tissue, consisting of localized aggregations _ ; 
of hyperplastic elastic fibers, represented 
involvement only more advanced in grade 
than that encountered in our material. a 3 
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Summary k 

Three cases of connective tissue nevi ay 
in a family are reported, in two of which E | 
roentgenologic changes of osteopoikilosis Se 
were detected. Abnormalities of elastic tis- 
sue structure characterized the hic i ti 
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cuta neous and osseous malformations, no 
-evidence appeared of involvement of other 
tissue or organs. 


; 3 __US.AF. Hospital, MacDill Air Force Base, Fla. 
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Treatment of Some Dermatoses by Local Injection 
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Histologic Effect on Human Epidermis: Effective Treatment of 


Plantar Warts 


JOSEPH V. KLAUDER, M.D., Philadelphia 


Despite a voluminous literature on the 
role of vitamin A in the biochemistry of 
the skin there are few reports of histologic 
studies of human epidermis after local in- 
jection of vitamin A and the effect of local 
injections in treatment of certain derma- 
toses. These considerations are the purpose 
of this study. 


Methods and Materials 


A commercial vitamin A palmitate solution 
(Keramin)* especially formulated for injection of 
cutaneous lesions was employed. This solution has 
an activity of 50,000 U.S.P. units per cubic 
centimeter in a vehicle consisting of 11% 
polysorbate 80, U.S.P. (solubilizing agent), 0.4% 
dl-alpha-tocopherol, N.F., 0.03% butylatedhydrox- 
yanisole, and 0.5% chlorobutanol, U.S.P., (pre- 
servative and antioxidants). A sterile solution 


Submitted for publication May 29, 1959. 
* Keramin and control solution were supplied by 
Campbell Pharmaceuticals, Inc., New York. 
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used for control injection. 
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Effect on Normal Human Epidermis—The nor- Sa 


mal skin of two persons was 
tracutaneously with Keramin 0.1 cc. At another 
site 0.1 cc. of the control solution was injected 
These injections were repeated at the same sites” 
on the fourth day after the first injection. Dea 


week after the second injection biopsy of the in- 


jected sites was performed. 


Result of Infections 


The result is shown in Figure 1A, thes’ 
site of vitamin A injection and Figure 1 
the site of control injection. 


rEg. 


Histologic a A 


w 


wis 


» 


e 


examination (Dr. Herman Beerman) of a 


the section from the site of vitamin A — 


injection showed a thin hyperkeratotic — 
scale. The granular layer is one cell thick — A 


but prominent. 
acanthotic with a well-preserved basal layer. 


S 


The epidermis is slightly AN =< 


There is a diffuse and localized cellular 


infiltration throughout the corium. The hair | 


Fig. 
hypertrophy of human 
epidermis at site of in- 


discussed in text. 


131/253 


1A—Showing > 


jection of Keramin as 


Tier: 


kg] 


~ 
À ~ = 
Me Pat 


~ 4 


r ` Pa 
. ro “J $ a 


injected in- sic nA 


ETIE ~ 


x! i 


Coe. 


a 
cm 
inte 
a 











ee | 
ard ale 


Pei Ne 


and sweat structures are present. The epi- 
dermis of this section is thicker than that 
~ Of the control section (Fig. 1B). The latter 
_ showed a thin, but slightly thicker keratin 
layer than the section from the site of 
ee vitamin A injection, plus one small accumu- 
_ lation of polymorphonuclear leukocytes and 
other cells (crust ?). The granular layer 
© is one cell in thickness but the cells are less 
= prominent than in the section from the site 
= Of vitamin A injection. The epidermis is 
_ also generally thinner. There is a fairly 
= dense focus of inflammatory cells high up in 
- the corium beneath the crust, as well as 
somewhat more diffusely placed. 


Similar results were observed in the case 


_ of the other person similarly injected. 

SP In a general way the changes in Figure 
© 1A resemble the hypertrophic response of 
_ the epidermis of laboratory animals by top- 
ical applications, or by intracutaneous in- 
= jections of vitamin A reported by a number 
of investigators. 

a Injection of Diverse Cutaneous Lesions. 
im Injection of vitamin A was made with- 
out prior injection of procaine except in 
_ Children, highly nervous persons, or, when 
© the site of injection was a hard area, such 
z _ as the heel (treatment of plantar warts). 
ES The amount of vitamin A injected varied 
OS with the size of the lesion: 


it ranged from 
_ 0.1 to 0.4 injected at one site to a total of 
© 1 ce. comprising 3 to 4 injections at differ- 
E 1322254 
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Fig. 1B.—Showing site 
of injection of control 
solution. Same patient 
as shown in Fig. 1A. 


ent sites. Injections were usually given 
once weekly, for some patients twice week- 
ly, or, every five days. 

Local reaction was observed only in 
treatment of plantar warts, in 4 of 31 
patients. It comprised redness and swelling 
of the injected site, with, or without, bleb 
formation and was of short duration. Of 
patients who had local reaction, subsequent 
injections of smaller amounts were given 
without untoward reaction. This did not 
suggest that the reaction was allergic. 

No systemic reaction occurred in the 
entire series of patients in the study. 

Bluish-black puncta that apparently were 
hemorrhagic, invariably appeared at site of 
injection of plantar warts. This appeared 
to herald disappearance of the wart. Its 


Fig. 2.—Showing hemorrhagic streaks and 


puncta appearing at site of injections as discussed 
in text. 
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LOCAL INJECTION OF VITAMIN A 


of 


multiple injections is shown in Figure 2. 


The hemorrhagic lesions appeared to be 
a distinctive reaction to injections of plan- 
tar warts. It was never observed at site of 
injection of control solution. Kuhn? ob- 
reaction at site of warts 


appearance in streak formation at sites 


served similar 
after treatment of warts by oral administra- 
tion of vitamin A. 

Treatment of W arts—Fingers —Multi- 
ple warts on the fingers of seven different 
patients were injected. The result was not 
decisive and was in contrast to the bene- 
ficial effect in treatment of plantar warts. 
In a few patients small warts (about l or 
2 mm. in diameter) flattened, or disap- 
peared after two injections of 0.1 cc. Larg- 
er warts became smaller, or persisted 
despite three and four injections of 9.1 and 
0.2 cc. It was not considered practical to 
continue injection. 

Plantar Warts—Thirty-one patients 
were treated. The single or multiple warts 
of these patients included the mosaic type. 


Fig. 3A.—Plantar wart 1X1 cm. before injec- 
tion of Keramin. 
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Treatment was successful in 30 of these 
patients. The one failure was a wart on 
the side of a toe. Although the latter was 
not a plantar wart, it was included in the 
series. 

Injection of control solution of plantar 
warts of two patients was without effect. 
This, and the favorable result of vitamin A 
injection apparent early in the study did 
not suggest necessity of further study of 
the control solution. The uniform disap- 
pearance of plantar warts after injection 
of vitamin A, its indecisive effect in treat- 
ment of warts on the hand, opposed sugges- 
tion in explanation of the disappearance of 
plantar warts. 

Injection of Keramin was made into the 
wart. For small warts two injections at 
times sufficed for their disappearance. For 
larger warts, and multiple ones, four to five 
injections were required. A representative 
result is shown in Figures 3A and 3B. 
Frequently pain on weight-bearing area of 


Fig. 3B.—Showing disappearance of wart one 
week after fourth injection of 0.2 cc. No recur- 


rence six months later. 
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T 80% of the cases. 
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second injection. Only 1 of the 31 patients 
had recurrence of wart during the twenty- 
two months this study was in progress. 

Of the one patient, a solitary wart re- 
curred in three months. The recurrent 
wart disappeared after three injections of 
vitamin A. 

The longest duration of treatment, from 
May to September, and the greatest number 
of injection sessions, thirteen, concerned 
the case of a girl, age 24. She presented a 
considerable number of plantar warts, soli- 
tary and in confluent clusters; involvement 
of the plantar surface of one heel was 32 
cm.; there were clusters of warts elsewhere 
on the sole. Despite local reaction (dis- 
cussed in the aforegoing) injections were 
continued, employing smaller amounts of 
Keramin per injection without untoward 
reaction. 

The foregoing result is consistent with 
Steinberg’s ? report of successful treatment 
of plantar warts by injection of vitamin A 
and also the report of Gilbert and Wil- 
liams. 

In the latter report resolution of the 
wart occurred in 82% and relief of pain 
(after the first or second injection) in 
95% of a series of 100 cases. No recur- 
rence was observed within a six-month 
period of observation. 

Lehman and Manning* reported on a 
pooled series of 208 plantar warts treated 
by injections of Keramin. In 70.2% of 
the cases the wart disappeared. In 17.8% 
the size of the wart was decreased with 
disappearance of pain, and in 12% there 
was no, or, an unsatisfactory response. 
Injections of 0.1 to 0.3 were administered 
at one session at weekly intervals. For the 
majority of patients the number of injec- 
tion sessions were from three to five. ‘Local 
reaction of the type herein reported oc- 
curred in 5.3% of 139 cases that were fol- 
lowed up. There was one recurrence in the 
period of observation of 6 to 24 months in 


Most workers believe that a single etio- 


i _ logic agent is responsible for all the differ- 
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ent types of warts. Lyell and Myles,® 
however, concluded from experimental 
studies that warts apparently are caused 
by two different viruses. 


In consideration of the nonresponse of 
warts on the hands to injection of vita- 
min A in contrast to plantar warts, it is con- 
ceivable a different virus is concerned. It 
is pertinent to state here that podophyllin 
is effective only in treatment of condyloma 


acuminata. It is possible that vitamin A 
‘exerts a direct action on the virus and that 


the local reaction, discussed in the afore- 
going, appearing after injection of a large 
amount of. the vitamin (in three of four 
patients who had such reaction) is a 
Jarisch-Herxheimer-like reaction, 


Senile Keratosis—Seven patients were 
treated. Small flat keratotic lesions disap- 
peared after one to three injections of 0.1 
to 0.3 cc. Raised thickened lesions were 
injected with 0.3 to 0.4 cc. for three or four 
times. Such lesions became friable and 
easily scraped away. In some of the pa- 
tients treated, however, there was a fairly 
Prompt return of the lesion. This method 
of treatment, rather than electrotherapy, 
may be useful in avoidance of dressing an 
operative area, especially the face, or an 
area not readily accessible, or in treatment 
of multiple lesions. 


Keratotic lesions associated with chronic 
radiodermatitis, with melanosis from expo- 
sure to paraffin wax distillate (paraffin 
press operators), and probable arsenical 
keratoses failed to respond to repeated in- 
jections of Keramin. 


Erythematoid Benign E pithelioma.—( Su- 


perficial epitheliomatosis, pagetoid epithe- 


lioma). For purpose of study only small 
lesions (up to 1 cm. in diameter) were 
injected with vitamin A. 


One or more lesions of six patients were 
injected at one or more sites with 0.1 to 
0.2 cc. This was repeated two or three 
times at irregular intervals. Retrogression 
of active lesions took place, but this effect 
was not permanent. Erosive areas, pearly 
puncta and pearly borders of the lesion 
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Fig. 4—Erythematoid, benign epithelioma. The 
cicatrized upper half was treated by electrodesicca- 
tion and roentgen. The lower half by injections of 
Keramin (0.2 to 0.8 cc.) six different times at 
various sites, in course of seven months. Active 
lesions would disappear and re-appear; such 
recurrent lesion is shown in photograph. The latter 
was taken seven months after first injection and 
one month after sixth injection. 


would recur (after some months) and dis- 
appear after further injection (Fig. 4). 
Lesions injected with the control solution 
showed no change. Vitamin A seemed to 


Fig. 5A.—Keloid. Before injection of vitamin A. 





Klauder 


be effective in controlling the pathologic 
progress and was comparable to the effect 
of topical application of trichloracetic acid. 

Callus—Two calluses were injected. One 
on the sole at the base of the fifth toe was 
150.5 cm. A total of 1.5 cc. was given 
at five different sessions. About two weeks 
after the last injection, almost all of the 
callus became loose, the patient readily 
pulled it away. No other treatment was 
administered. Some time later a new callus 
appeared in center of the former lesion. 

The callus of another patient was on the 
midportion of the dorsum of the foot 1 
cm. in diameter, raised, and node-like. It 
was injected with 0.15 to 0.3 cc. at weekly 
intervals for three times. After the second 
injection the lesion was less raised, soon 
after the third injection the remaining 
portion became detached, loosened, and 
was easily removed. 

Silverman et al. reported disappearance 
of calluses and corns after injections of 


Fig. 5B.—Keloid. After the ninth injection ses- 
sion. A total of 1 cc. was administered at dif- 
ferent sites at each session, twice weekly. The 
entire lesion became less indurated and less raised. 
Decrease in the length of the lesion was attributed 
to greater degree of flattening of both ends. 
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LS aa 
a vitamin A. It is interesting that Straum- 
E pi Spordi” observed favorable effect on corns 
i and calluses after prolonged oral adminis- 
E tration of vitamin A. 
= Keloid and Scar.—Linear, raised, indu- 
rated keloid of four Negroes were treated. 
' The lesions varied from 2 to 6 cm. Injec- 
tions were given twice weekly without pro- 
caine in multiple injections of about 0.2 at 
each site for total of 0.5 cc. per 2.5 cm. 
= Maximum degree of softening was ob- 
tained after 6 to 10 consecutive injection 
sessions. The keloid became softer and 
= compressable. Depending on location, the 
Ee patient was less conscious of sensation of 
traction and there was an appreciable de- 
crease in elevation. Result of treatment is 
~- shown in Figures 5A and 5B. 

For one patient repeated injections of 
| the control solution at one end of the treated 
keloid showed no effect. 
A scar on the shoulder of a white man 
was injected. It was 1.5 cm. in length, 
slightly elevated, and firm to touch. Five 
- injections of 0.2 and 0.3 cc. were given. 
The injected site became soft, and about 
=. level with the surrounding skin. The result 
= = was better than in the case of keloid. 

A recent scar on the side of a finger 
10.5 cm. was injected with 0.2 cc. four 
consecutive times. It became appreciably 
softer, less red, and less tender. 


= Lichen Sclerosus et Atrophicus—A patch 
on the back of the neck 4X4 cm. was treat- 
ed. Injections were given at about weekly 
‘intervals, usually at four different sites, 
- totaling 0.6 to about 1 cc. for 17 consecu- 
tive injections. The lesion became softer; 
its white color was less, at places approach- 
_ ing the color of normal skin; the surface 
became smooth, lacking the nutmeg ‘grater 
© feel. Size of the patch was smaller, no 
longer confluent; several patches about 
1X1 cm. remained. 

~ Sebaceous Wart—One or more seba- 
ceous warts of four different patients were 
injected with 0.1 to 0.3 cc. four or five 
, consecutive times without apparent effect. 
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A localized patch of psoriasis of pe x 
patient and a thickened lichenified lesion 


of eczema of another patient showed no 
effect after four injections of the vitamin. 


Leukoplakia.—A raised patch of leuko- 
plakia 1.5 cm. on the buccal mucosa was 
injected seven consecutive times at weekly 
intervals with 0.2 cc. There was no effect 
of this treatment. 


Scattered small patches of leukoplakia on 


‘the labia minora were treated. The patient 


was age 72 and complained of pruritus. 
Injections were given once and twice week- 
ly of 0.1 to 0.2 cc. at different sites for 10 
consecutive times. There was no striking 
improvement. The patient thought itching 
was less; the smaller lesions would disap- 
pear but reappear; others changed in con- 
figuration. The lesions appeared less white 
and the surrounding tissue less dry and 
more normal in color. 


Summary 


Intracutaneous injection of normal hu- 
man skin with an aqueous solution of syn- 
thetic vitamin A _ palmitate containing 
50,000 U.S.P. units per cubic centimeter 
(Keramin) caused hypertrophy of the epi- 
dermal cellular layers with a reduction in 
the thickness of the corneum. Injection of 
the same vitamin A solution into various 
cutaneous lesions gave the following re- 
sults : 

The plantar warts (including the mosaic 
type) of 30 of 31 patients disappeared, 
usually after a few injections into the wart. 
Redness and swelling occurred in four pa- 
tients, probably not on an allergic basis. 
These favorable results suggest that local 
injection of vitamin A palmitate is a pre- 
ferred method of treatment. Of warts on 
the finger (seven cases) local injection was 
not uniformly effective. The possibility 
that different viruses are involved in plan- 
tar and finger warts is discussed. 

Keloids (four cases) and scars (two 
cases) became softer, somewhat less ele- 
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S Pas ated and, in some cases, ae tender. This REFERENCES s 
Sein s ethod of treatment merits further study. 1, Kuhn, B. H.: Combined Systemic and I 
eee Senile keratoses (seven cases) and cal- Treatment of Warts, South. M.J. 52:211 (Feb) 
pi luses (two cases) responded to the injec- 1959. E 
Ee tions, while small lesions of erythematoid 2. Steinberg, M. D.: A New Treatment for | D 


INN ARIE Warts, Surgery 39:642 (April) 1956. 
Sa ivo epitheliomas (6 cases) retrogressed “Gilbert, KS: ani Wians M Te Locals 


oe but subsequently recurred. A lesion of Sede of Vitamin A> (Keramin) | for Plantar : 
| lichen sclerosus et atrophicus became softer, Verruca, U.S. Armed Forces M.J. 10:843 (July) i 
S. pe oar, with smoother and less white sur- 1959. i o 

= face. Of these dermatoses with the possible 4. Lehman, R. A., and Manning, M. M.: Treat- 


ment of Plantar Warts by Local Injection ab} 
exception of lichen sclerosus et atrophicus Vitamin A, Clin, Med, 6:1153 (July) 1959. a i. 


i the favorable response is of interest, but 5. Lyell, A., and Myles, J. A. R.: Myrmecia: A | 
this method of treatment is of doubtful Study of Inclusion Bodies of Warts, ‘Brit. MJ. ~ : 
superiority to other methods of treatment. 1:912 (April) 1951. ae Aig 
The treatment was ineffective in kera- 6. Silverman, A. H.; Arancia, L. J., and Steine: ) E 
~ toses other than senile (three cases), leuco- J. W.: The Place of an Intradermal Vitamin / a 
~ plakia (two cases), sebaceous warts (two Injection in the Routine Management of Helomata, 


| Abts Magee J. Am. Podiatry Assoc. 48:408 (Sept.) 1958. pe a 
fa cases), chronic lichenified eczema (one 7 Stranmfjord J. N.: keloni -of Vitalin 
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EDWARD H. MANDEL, M.D., New York 


This is the first report of chloroquine 
(Aralen *) dihydrochloride as a local anes- 
thetic and anticoagulant. Chloroquine is 


chemically unrelated to novocaine (pro- 
caine hydrochloride) or xylocaine (lido- 
= caine) and, when injected intradermally or 


subcutaneously, produces prompt local anes- 


‘thesia adequate for the performance of 


dermatological surgery. Prolonged bleed- 


=- ing occurs at the sites of Batic i and 
_ scalpel surgery. 


Chloroquine (Aralen) was fret intro- 
duced in this country as a result of the 


= widespread screening program for antima- 


- Jarial compounds undertaken during World 


= War II. More recently, it has been em- 
ployed therapeutically in a variety of der- 
- matological conditions such as discoid lupus 
erythematosus ? and lichen planus.* Thies * 
= has reported on the treatment of chronic 
discoid lupus erythematosus by local infil- 


tration. In his cases, however, novocaine 
was injected simultaneously. 
Chloroquine (7-chloro-4-[4-diethylamino- 


_1-methylbutylamino| quinoline) is made 


available for parenteral administration as 


= chloroquine (Aralen) dihydrochloride. The 
- material used in this study was obtained 


in 3 cc. ampules, each cubic centimeter con- 


f; taining. 50 mg. of chloroquine equivalent to 
= 40 mg. of base in a colorless watery solu- 
tion. 


Submitted for publication July 30, 1959. 

° Assistant Attending Dermatologist, The Mount 
Sinai Hospital, New York. 

Associate Clinical Professor of Dermatology, 
New York Medical College, Metropolitan Medical 
Center (Joseph Morse, M.D., Director). 

* Aralen is the trade name of Winthrop Labora- 
tories’ chloroquine. Supplied as a courtesy to the 


~ author. 
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A New Local Anesthetic with Anticoagulant Properties 


Chloroquine (Aralen) Dihydrochloride 


The anesthetic effect of chloroquine di- 
hydrochloride was first noted on Feb. 27, 
1959, when a patient who had received an 
intradermal injection of 0.2 ce. for the 
treatment of lichen planus commented on 
its numbing effects. She was tested by 
needle pricks and a definite anesthesia was 
found to be present in the area of the in- 
jection. 

Since February, 1959, the anesthetic ef- 
ects of chloroquine dihydrochloride, 50 mg. 
per cubic centimeter, and chloroquine, 25 
mg. per cubic centimeter, to which epineph- 
rine 1:100,000 had been added in the 
amount of 0.00001 gm. per cubic centime- 
ter, have been tested in 31 unselected pa- 
tients, 25 with the former preparation and 
6 with the latter preparation. There have 
been no side-effects except that prolonged 
bleeding occurred at the sites of injections 
and scalpel surgery. The presence of epi- 
nephrine did not reduce the bleeding at the 
operative sites, even though vasoconstric- 
tion was evident by the blanching of the 
skin in the immediate area of the injection. 
Onset of anesthetic effect has been 30 to 60 


seconds, with adequate anesthesia obtained — 
in 3 minutes in 29 of 31 patients and within | , 


5 minutes in all patients. Both concentra- 
tions of chloroquine dihydrochloride pro- 
duced satisfactory anesthesia of sufficient 
duration to permit the performance of der- 
matological surgical procedures. 
sults in the patients studied to date — 
summarized in Tables 1 and 2. 

An in vitro study of the anticoagulant 
activity of chloroquine dihydrochloride was 
made in four additional patients. Signifi- 
cant anticoagulant action did not appear 
until a concentration of 12.5 mg. of 
chloroquine dihydrochloride per cubic cen- 
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ie 7 Dihydrochloride 
er (50 mg/cc.) 
prt Case Site Injected Cc. Route * 
EB 1 Dorsum of foot 0.2 I 
-S 
k” 2 Dorsum of foot 0.2 I 
3 Face 0.3 I 
4 Nape of neck ` 0.5 S 
5 Dorsum of foot 0.2 S 
6 Popliteal fossa 0.2 I 
7 Forehead, at brow, forearm, 0.3 S 
volar aspect ‘ 
8 Forehead 0.5 S 
9 Face 0.3 S 
10 Dorsum of hand 0.5 S 
11 Bridge of nose 1.0 S 
12 Index finger, volar aspect just 0.5 S 
proximal to the tip 
13 Antecubital fossa 0.3 I 
z 14 Suprapubic region 0.1 I 
Bi 15 Eyelid, upper left 0.3 S 
eyelid, upper right 
16 Eyelid, upper left 0.25 S 
3 eyelid, upper right 0.25 
17 Dorsum of hand 0.5 S 
18 Dorsum of hand 0.5 S 
19 ~=Axilla 0.5 S 
l 20 Dorsum of hand =P 0.5 S 
21 Index finger, volar aspect, 0.3 S 
just proximal to tips 
22 Dorsum of finger _ | 0.2 S 
$ 23 Mucosa of lower lip, left side 1.5 S 
, 24 #Dorsum of index finger 0.5 S 
2 l 
~ 2% Leftside of chest, under 1.5 S 
3 midclavicular region 
ay © 
(E ias 















ty- e ive and fifty mg. of ehibroquine dihy- 
ag aloride A cubic centimeter of blood 





s gter in “Table 3 


Coninent 
Chloroquine is one of the 4-aminoquino- 
lines and has not been reported as having 
either 


local anesthetic or anticoagulant 
























































Procedure Performed Side-Effects 

Test only Prolonged bleeding from sites 
of injections in all cases A ; 

Test only = 

Test only 

Test only 

Test only 

Electrodesiccation curettage of 
mollusca contagiosa 

Punch biopsy (hand) with scis- 
sor; electrodesiccation and 
curettage of seborrheic kera- 
toses 

Punch biopsy and electrodesic- 
cation of nevi 

Electrodesiccation of fibroma 

Test only 

Punch biopsy of epithelioma 

Electrodesiceation and curet- 
tage of verruca vulgaris 

Electrodesiccation and curet- 
tage of mollusca contagiosa 

Electrodesiccation and curet- 
tage of mollusca contagiosa 

Electrodesiccation of skin tags 


Prolonged bleeding from sites 
of injections in all cases — — — 
> lip te °& > gt 


~ 4 ee 
iiy <>. ? 


Electrodesiccation of skin tags or 


Test only 

Test only 

Excision of fibroma; 2 sutures 
placed 

Test only 

Electrodesiccation and curet- 
tage of verruca vulgaris 

Electrodesiccation and curet- 
tage of verruca vulgaris 

Punch biopsy; heavy electro- 
desiccation > 

Test only Prolonged bleeding from itos” 
of injections in all cases ae y; j 

Scalpel excision of intradermal 3 -AT 
neyus with 3 horizontal mat- ni 
tress sutures and 4interrupted 
sutures 






properties. Quinoline derivatives such as 
dibucaine® (nupercaine N.N.R.), dimeth- Be 
isoquine * (Quotane)*® and pamaquine* are A 
known to possess anesthetic properties. — 
Dibucaine produces vascular dilatation wiih 
increased bleeding at operative sites; how- 
ever, this effect is reduced by the addition 
of epinephrine to the anesthetic solution. 
Chloroquine dihydrochloride meets all 
the requirements of a good local anesthetic; 
however, prolonged bleeding uninhibited by 
the presence of epinephrine occurs at the — 
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_ Chloroquine Time Time of 
Ar -_Dinydrochoride Blood Clot 
Ly me/cc.) in Drawn, Formation, 
73 =! Ce/ee. of Blood A.M. A.M. 
t , 
bi Patient 1 
9:49 9:55 
9:49 10:30 
9:49 
9:49 
Patient 2 
11:14 11:20 
11:14 11:53 
11:14 
11:14 
Patient 3 
10:59 11:10 
10:59 11:31 
10:59 
10:59 
Patient 4 
10:47 10:52 
10:47 11:31 
10:47 
10:47 





Chloroquine 


= 


Route t 


Dihydrochloride 
SN with Epinephrine * 
` Case Site Ce. 
‘7,1 Chest 0.25 ce. S 
4 2 Popliteal fossa 1.0 ce. S 
UR fa 
S +3 Forehead 1.0 ec. S 
m4. Face 0.5 ee. S 
~. 5 Chest 0.25 ce. S 
Back 2.0 ec. 8 


Tene st Gs i 







Pore 2.—Further Results on Patients 


Procedure Performed  Side-Effects 


Electrodesiccation and currettage of se- 


borrhoic keratosis 
Scalpel excision of pigmented nevus, 3 
horizontal mattress and 5 interrupted 


sutures were placed rine not apparent 
Punch biopsy and electrodesiccation of 
3 large seborrhoic keratoses l 
Electrodesiceation of fibroma Sa 
Electrosurgical removal of peduncu- 7 ISERE 
lated fibroma by cutting current ) b rE Niy, aca 
Scalpel excision of hyperpigmented Prolonged bleeding at erative 
nevus; 3 horizontal mattress and 4 site; hemostatic effect of epineph- 


interrupted sutures were placed rine not apparent 


4 sites of injections and scalpel surgery. 
4 : K Systemic toxicity is low, with orally admin- 
a istered doses of chloroquine phosphate as 
high as 500 mg. daily for one year being 
well tolerated. Daily doses of 500 mg. of 
_ chloroquine phosphate are devoid of anti- 


Taste 3—In Vitro Anticoagulant Action of 
Jel es aee Dihydrochloride 


Time of 
No Clot 
Formation 

P.M. 


7:00 
7:00 


7:00 
7:00 


7:00 
7:00 


7:00 
7:00 


Sag 2 dihydrochloride (25mg /cc.) injected with 0.00001 gm. of 1:100,000 epinephrine added to each ce. of soNition. 


coagulant properties, as evidenced by a clot- 
ting time of five minutes in a patient who 
had been on this regimen of therapy for 


Prolonged bleeding at operative 
site; hemostatic effect of epineph- 


four months. The chemical is not related 


to procaine or xylocaine and should, there- 
fore, be useful in patients sensitive to these 
local anesthetics. The stinging sensation 
reported by most patients following injec- 
tions of xylocaine has not been noted by 
the patients receiving chloroquine dihydro- 
chloride. In speed of action and effective- 
ness it compares favorably with both 
procaine hydrochloride and xylocaine. Its 
anticoagulant effect is a disadvantage dur- 
ing scalpel surgery. The amount of chloro- 
quine dihydrochloride required to sustain 
a satisfactory anticoagulant effect is too 
high to be permissive for clinical applica- 
tion. Studies of the 4-aminoquinolines and 
their derivatives might yield a safe effective 
anticoagulant. ae 


Summary 

The local anesthetic and anticoagulant 
properties of chloroquine dihydrochloride 
have been described. In a series of 31 un- 
selected patients, it produced, in all cases, 
prompt effective local anesthesia, which, in 
the 31 patients tested, proved adequate for 
the performance of dermatological surgery. 
No systemic or local toxicity has been ob- 
served except that prolonged bleeding, un- 
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on: an in vitro ea of four aaitional 
patients — significant anticoagulant activity 
-occurred only when the concentration of 
ee _ chloroquine dihydrochloride reached 12.5 
F mg. per cubic centimeter of blood. Concen- 
=~ trations of chloroquine dihydrochloride of 
ei. 25 or 50 mg. per cubic centimeter of blood 





coid Lupus Erythematosus, J.A.M.A. 152: 1428 





(Aug. 8) 1953. a F 

3. Ayres, S., ITI, and Ayres, S., Jr.: Chlorogui T 
in Treatment of Lichen Planus and Other Derma- 
toses, J.A.M.A. 157:136 (Jan. 8) 1955. ay 2) 

4. Thies, W.: Neuere Erfahrungen bei dèr 
Behandlung des Erythematodes chronicus discoides — 
mit Atebrin und Resochin unter Berücksichtigung 
der lokalen und kombinierten Behandlungsmethode, — 
Hautarzt 6:226 (May) 1955. 























5A 
a 
iy i 
yir ts 


. jd 
w, A 
yy 


(foes 5. Goodman, L. S., and Gilman, A.: The 
E gie revented clot formation for nine plus Pharmacological Basis of Therapeutics, Ed, 2, New — 
ho rs, York, The Macmillan Company, 1955, p. 367. aie , 
bar eee 6. Goodman, L. S., and Gilman, A.: The — y j 
nf a bs . y : g 
ERE n REFERENCES Pharmacological Basis of Therapeutics, Ed. 2, New | oh 
jis oy Loeb, R. E., et al.: Activity of a New An- York, The Macmillan Company, 1955, P- 369. a 4 
-~ timalarial Avent: Chloroquine (SN 7618: State- 7. Goodman, L S., and Gilman, A.: The ee 
~ ment Approved by Board for Coordination of | Pharmacological Basis of Therapeutics, Ed. 2, New 
( Malarial audies, J.A.M.A. 130:1069 (April 20) York, The Macmillan Company, 1955, p. 1183. a A 
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l an, A,: The i 
ways ae Goldman, L. ; Cole, D. P., and Preston, R. H.: Pharmacological Basis of Therapeutics, Ed. 2, New ` «Ss 
= Chloroquine Diphosphate in the Treatment of Dis- | York, The Macmillan Company, 1955, P: 368. WATIE 
Rae Me: 
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Se, ae | CORRECTION 
is eri > S ; ; ee” < 
moi Sf The name, Josef Jadassohn, was incorrectly submitted and appeared in the December issue, Pe we 


page 772, as Julius Jadassohn. 











The New, Newer, and Newest 


As in other years the Academy meeting in December was well attended, noisy, bustling, 


and busy. Those who stayed away for fear of bad weather guessed wrong this time for 
the weather was unusually good. 


My, what I heard and overheard! 


* * * * 





Through the eyes of visiting Frenchman Charles Grupper, everything was either mag- -WA 
nifique or fantastique—and in spades! What appeared to impress him particularly was the y a 
readiness of younger dermatologists to enter into discussions at the various Informal Dis- P, Ai 
cussion Sessions and to mingle both socially and academically with older men—no caste fo a 


distinctions here. 
* * * * 
The luncheon and dinner sessions continue to be very popular; in fact, one member was 
overheard to suggest that there be coffee-break sessions of a like nature. 
* ž * * 


At the Mucous Membrane Panel Discussion, while the dentist was speaking, a young 
man to my right thought it was “fine, good to get the viewpoints of experts in other 
fields.” Another young man to my left followed almost immediately with, “I think it’s 
poor judgment to have outsiders waste our time with such elementary staff.” Pity the 


poor program planners! 


* * x * 


~ 


So many persons questioned the propriety of continuing commercial exhibits of cigarettes 


and of permitting a cosmetic firm to display a hormonal cream that “helps the skin to act a EG 
young again.” | D 3 
* * Oe. Be e a shih 


> 


‘. 


And from another young member—‘“I wish arrangements would be made for a panel on 
acne composed of three or four men seasoned from many years of experience who are criti- 
cal and altogether honest with themselves—men who have had to live with their results, 
rather than those who deal with the changing population of a student health service. The 
moderator should project slides showing all varieties of acne from the juvenile with only 
two or three blackheads to the young man with severe deep-seated cystic lesions. The 
panelists should then be asked for specific recommendations in each case, not for acne in 
general. If he prescribes antibiotics or estrogens, diets or x-rays, steroids or antidiabetic 
drugs, etc., I’d like for Rim to tell us which preparations he prescribes and why, the dos- 
ages, for how long a period, which topical agent he would use in each instance, how much, 
if any, so-called acne surgery. Does he concentrate his attentions on the youngster, the mother, 
or both, and what specifically does he tell them? I’d like especially to know what results he 
gets. Probably this is asking for much too much, but I think my generation of dermatologists 
is terribly confused about acne—such a panel would be doing us a great service.” 

Referred to the program committee without comment. 

* * = * 
Other requests, in a facetious vein:— 
—“Please publish everything submitted by members of the American Board—they have 
a tendency to ride their hobbjes when asking questions—it would be so helpful to 
those of us about to take the examination.” 
—“There should be a panel made up of members of the Board, and the audience lim- 
ited to Residents in training.” 
How I’d love to listen-in. 
* * * * t 

Francis Lynch was elected President, C. Ferd Lehmann, Vice-President, while Bob Kie papa; 
land and Stan Huff continue as Secretary-Treasurer and as Assistant Secretary-Treasurer. 
Sam Zakon continues as the Academy’s historian. Newly elected Board members are George = 
Andrews, Walter Lever, Sid Olansky, Wiley Sams, and Wally Wilson. Pai 


H. R. . 
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Society Transactions 





{ 4 Paani DERMATOLOGICAL CONFERENCE 
E “Dr. Herman Beerman, President 

Be Dr. Herbert A. Luscombe, Secretary 

a ~ ah, March 14, 1959 


‘a RA _ Dyskeratosis Congenita with Pigmentation, 

: = Dystrophic Unguis, and Leukokeratosis Oris. 
q te: = Presented by Dr. Ira Leo SCHAMBERG. 

ae _ Patient has suffered all his life from dysphagia. 


In May, 1959, a piece of meat got stuck in his 
T throat, and esophagoscopy was carried out because 
f this in July. Two biopsies reported carcinoma 
“of the lower cervical esophagus with ulceration 
and some narrowing. On x-ray examination the 
-Jesion was only 2 cm. in length. No leukokeratosis 
was observed in the esophagus. The patient has 
> au had no weight loss, has no evidence of metastasis, 
and is still (October, 1959) working. The lesion 
is under treatment with deep x-ray therapy. 


rye 


a X _ Protoscopic examination in September, 1959, re- 
= vealed the mucous membrane to be unusually dry 
~ but no leukokeratosis was observed. 


S _ Congenital Ichthyosiform Erythroderma. Pre- 
a - sented by Caprain James H. LocKwoop Mi MC), 
Bx. ~ US.N. 


= The patient, a Caucasian, aged two and one- 
~ half years, born of normal pregnancy and delivery, 
? y, at birth presented generalized erythema with some 
Pees cracking and fissuring present at wrists. The nails 
Ag _were deformed and thickened. Shortly thereafter, 
` the involved areas became crusted, followed by 

rs. 4 hyperkeratosis over the arms, legs, buttocks, and 
© face. There was gradual increase in the areas 
A involved, with scattered bullae being formed spon- 
> _ taneously. These bullae subside without sequelae. 
e 4 R: There are frequent episodes of secondary infec- 
* tion in the involved sites. The patient’s general 
ss health is good except for episodes of upper res- 
a ' piratory infections, and the mother has noted 
< over-all improvement shortly following these epi- 
- sodes if they have been accompanied by high fever. 

- The family history is completely negative, *and the 


By _ patient has two normal male siblings. 


y 


At present there is extensive hyperkeratosis over 
~ the extensor aspects of the legs, the flexor aspects 
_ of the arms, the lateral portions of the trunk, and 
-about the neck. Some erythema persists in these 


a sites. The hair is fine in texture and the scalp is 
© scaling and hyperkeratotic. The nails are relatively 
~ Submitted for publication July 31, 1959. 





144/266 


normal, and the palms and soles are essentially 
spared. There are no bullae. 


Discussion 


Dr. Herman BEERMAN, Philadelphia: Does 
anyone agree with this diagnosis? It is rather 
different from any example of congenital ichthyosi- 
form erythroderma I have seen. It looks more like 
ichthyosis. 

Dr. ANTHONY CrpoLLAro, New York: I agree 
with this diagnosis. I think it is correct; but the 
question I want to bring up is this: Is it not true 
that these cases, when followed through into adult 
life, all eventuate into various manifestations of 


the common variety of ichthyosis? I believe they 


do. I saw an infant five days of age covered with 
a bullous eruption which I though was epider- 
molysis bullosa hereditaria, but after a few days 
a definite diagnosis of congenital ichthyosiform 
erythroderma was made. As I observed this child 
from year to year, up to age 7, the diagnosis of 
ichthyosis became more and more obvious. 

Dr. Harry M. Ropsitnson Jr, Baltimore: Dr. 
Eugene Bereston and I followed a similar case until 
the child reached the age of 14. He had the char- 
acteristic “wet” type of congenital ichthyosiform 
erythroderma. In experimenting with various 
treatment methods, we gave him broad-spectrum 
antibiotics, and the vesicles underwent involution. 
When we discontinued the antibiotics, the vesicles 
returned; and when we resumed the antibiotics, 
the vesicles disappeared again. 


Dr. Francis A. ELis, Baltimore: This case 
reminds me of one that was shown in Boston at 
an Atlantic Conference about four or five years 
ago, when Dr. Wilbert Sachs and Dr. Lever got 
into a discussion about histopathology of ichthyosi- 
form erythroderma. These cases of congenital 
ichthyosiform erythroderma are diagnostic by bi- 
opsy, but in this case we lack a biopsy report or 
slide to help us. I disagree with the diagnosis. We 
know, of course, that some patients do not get 
well, because in one of Barker's cases the patient’s 
father was still having bullae. 


Dr. Lestie P. BARKER, New York: The case 
of bullous ichthyosiform erythroderma that Wil- 
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ert Sahi and I reported in the Archives of 
Dermatology in 1953 (Barker, L. P., and Sachs, 
IEW.: Bullous Congenital Ichthyosiform Erythro- 
derma, A.M.A. Arch. Dermat. & Syph. 67 :443, 
1953) has since been followed periodically; as a 
‘matter of fact, I saw her last week. At present 
she has ichthyosis, generalized erythroderma, and 


= js still forming bullae at the age of 13. These 
patients usually stop forming bullae before puberty. 


In the second phase they lose the redness of the 


skin and then eventuate into typical ichthyosis 


which persists or progresses during life. 

Dr. Perry Sacus, New York: The pathology 
is important, since the characteristic granular layer 
changes in the erythroderma type differ from the 


regular type of ichthyosis. 


Chronic, Familial, Benign Pemphigus. 
sented by Dr. HERBERT A. LUSCOMBE. 
The patient is a white man, aged 51. The erup- 

tion began 25 years ago on the side of the neck, 

and over a number of years spread to involve the 
groin, back, axillae, and arms. The eruption comes 


Pre- 


and goes at irregular intervals. The longest period- 


of clearing was six months. The eruption has 
always been more severe on the left side. 

The sides of the neck, both axillae, and the 
genitocrural regions are involved with a well- 
marginated, erythematous, vesiculobullous eruption. 
Flaccid bullae with crusts and fissures are seen 
in the periphery of the patches. The eruption on 


the left side is definitely more active than that 


on the right side. 

The report on the biopsy specimen was as fol- 
lows: “This section of skin consisted of epidermis 
showing marked alteration overlying a relatively 
normal dermis. The epidermis was irregularly 
acanthotic and contained several bullae. These 
bullae were suprabasal in position and showed 
marked papillary projections off the floor. Except 
for the frank bullous nature of the lesions, they 
resembled the lacunae of keratosis follicularis. 
No corps ronds were seen, but dyskeratosis was 
present and a number of acanthylytic cells, as seen 
in pemphigus, might be found in the bulla. Eosino- 
phils were not seen. The epidermis overlying the 
bullae showed a tendency to hyperkeratosis. This 
is a polymorphous cellular infiltrate in the dermis 
underlying the bullae, consisting of lymphocytes 
and neutrophils but no eosinophils. Vessels and 
stroma showed no significant change.” 

There has been a temporary response over the 
years to roentgen ray therapy, antibiotics, corticos- 
teroids, and sulfonamides. 


Discussion 


Dr. Francis A. Erus, Baltimore: I have not 
changed my mind at all; but of course I am not 
going to be fighting all the time, so I call the 
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disease syndrome of vesicular ‘Darier’s, Hailey- ag 
Hailey disease, as most people do. There was a ` 
report from Houston by T. W. Lyles and others — an 
(A.M.A. ArcH. Dermat. 78:446-453, 1958) of “a 
Hailey-Hailey disease with an unusual distribu- — 
tion of the lesions in five cases. Actually, fa > 
reported Darier’s disease with an unusual histo- S" 
logic picture, and in their Case 1 there were even 1 
verrucous lesions on the lower extremity. me aa 

Dr. RayMonp A. Ossourn, Washington, D.C.: pe E 
We became interested in this entity in one of our E a 
medical students because it was a good a A 
to obtain adequate follow-up. We sent the patient 
toa psychiatrist, and the psychiatrist related every 
flare-up in his condition to some unpleasant change SA 
in his emotional environment. While we do not a 
feel that this disease is purely psychogenic, we ig 3 
think it would be well for every patient to have WA N 


AG 


a psychiatric evaluation. S 

Dr. James H. Grawam, Philadelphia (by AN, 7 
vitation): When we worked up the group- ofai 
patients with isolated dyskeratosis follicularis 
(Graham, J. H., and Helwig, E. B.: Isolated 
Dyskeratosis Hotlicularis: A.M.A. ARCH DERMAT. | 
77 :377, 1958), we also studied the pedigree of p 
63 patients with Darier’s disease and 32 with Be 
familial benign chronic pemphigus, and came up” 4 
with some rather interesting findings. Of those — 
with Darier’s disease, 24% had a family history 4 
of the disease in other members; 75% of those — a 3 
with familial benign chronic pemphigus had family © 
histories of other members with the disease. Wher | 3 
statistically analyzed, this difference was rather 
convincing. 

Dr. Perry Sacus, New York: I think cheval a 
are findings in Darier’s disease that are not present 
in Hailey-Hailey disease. On the other hand, some aa 
people list this condition under pemphigus, ign = 
form, and some, particularly Wilbert Sachs, e 
that it is a form of epidermolysis bullosa. 


Dr. Daviw G. WELTON, Charlotte, N.C.: I am , Bs 
interested in the treatment of this patient. He 
volunteered the statement that the only thing that Bi 
helps him much is x-ray therapy. Has he had = 
enough to permit more, and what are the plans ay 

a 
for the future? a ey: A 

Dr. HERBERT A. Luscompe, Philadelphia: Hea 
has had what we feel is too much. I did not swe sf 
him the x-ray therapy, but he has received prob- 
ably P00 treatments of superficial therapy over a 
period of years. I have not been able to ascertain - 
the exact dose. a 

Dr. ANTHONY CIroLLARO, New York: Over. the 
years I have become convinced that there is such 
a thing as benign pemphigus, in spite of all the 4 
discussion that has been going on based on histo- < 
logical findings. I believe that clinically—and there — 
is histological confirmation, too—this could very 3 
well fit into the group of benign pemphigus cases. E 


vi 
t fizi 






Dr. FRANK E. Cormia, New York: I am sorry 
E that this patient has had so much x-ray therapy, 
AA because I think there is some indication that better 

ults may be obtained with grenz rays, and that 
Ea with x-rays the condition may at times be acti- 
vated. 

= Dr. Smoor Carrer, Winchester, Va.: What is 
: at rationale of x-ray therapy in this condition, 
an and can credit be given for improvement follow- 

Ba ing such therapy? The diagnosis in this patient 

lies between bullous pemphigoid and dermatitis 

BS herpetiformis. 
A Dr. Rosert Srorar, Washington, D.C.: A sim- 
rae ilar patient had a number of bullae on the side 

4 of his neck and received a series of grenz ray 
B -treatments in the value of 26u of aluminum, 300 

be r each, and the eruption subsided and has remained 

k Sars for about a year. 

* o DR Franx E. Cormia, New York: Dr. Ungar 
has done work on the effect of x-rays and grenz 
= rays on inflammation and artificial blister forma- 

= tion, and it is on the basis of his work that I 
made my former comment, 
~ DR JosepH Mutter, Worcester, Mass.: I think 
~ the question was brought up how much psychic 
trauma had to do with the trouble. The other 
= question is that the patient claims that nothing 
_ but x-ray is doing him any good. I would be 
: a inclined to give him a make-beliéve x-ray treat- 

A 

F 


s 


= ment without giving him the x-ray and see what 

_ happens. If we were to do that, we should either 
~ help him or have at least an opportunity to find 
out whether psychotherapy is of use. 


_ DR Joseren K. Corson and Dr HERBERT A. 
- _ Luscomse. 
ae The patient, a white man aged 51, presents 
papular, warty-like excrescences over the dorsa of 
T his hands and fingers, which have been in existence 
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since early childhood. Over the past three years 
there has been pruritus in the anogenital area. He 
works as a painter and was hospitalized in March 
of 1956 with suspected lead poisoning. This, how- 
ever, was not. proved. In July of 1956 he was 
hospitalized for removal of a calcified bursa in 
the right shoulder. The family history shows a 
strong hereditary tendency to develop this disease 
and is presented in the tabulation at the bottom 
of this page. 

The hands and fingers are generally thickened 
because of numerous close-set, warty lesions which 
are approximately 4 mm. across. In addition, there 
are also similar lesions on the wrists and fore- 
arms and the dorsa of the feet. 

When the patient was hospitalized in 1956 for 
suspected lead poisoning, he was thoroughly 
studied. Laboratory work included blood cell 
counts, urinalyses, blood sugar, urea nitrogen, uric ms 
acid, creatinine, cholesterol, and many others, all 
of which were negative. Special studies for lead 
were negative. Roentgenograms of the long bones 
were normal. 

The report on the biopsy specimen was as fol- 
lows: “The histology of the picture was similar 
to verruca plana. There was hyperkeratosis of 
basketweave pattern alternating with areas of more 
solid hyperkeratosis. Some acanthosis was seen. 

The granular cell layer was thickened. No 
vacuolization was seen as has been described 
for this disease. There was no evidence of malig- 
nant, change. The corium was not remarkable.” 

The patient has been treated with vitamin A, 


50,000 units twice daily, orally, with no change 
in two months’ time. 
Discussion 


Dr. Davin BLoom, New York: The compara- 
tively mild eruption involving the hands and feet 
only, and particularly the family pedigree typical 
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an epidermal nevus, 
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a of dominant inheritance, indicate that we are deal 


ing here with acrokeratosis verruciformis of Hopf 
and not with epidermodysplasia verruciformis 
which is definitely of recessive inheritance. This 
distinction is important, for the latter is a serious 
genodermatosis with malignancy occurring in about 


-= 30% of the cases. 


Dr. ISRAEL ZELIGMAN, Baltimore: I agree that 
this patient has acrokeratosis of Hopf. One reason 
is that it appears to be a dominant disease instead 
of a recessive one. In addition there are many 
lesions on the upper limbs for many years without 
a tendency to malignant degeneration. Further- 
more, the histologic picture is compatible with 
which is characteristic of 
acrokeratosis of Hopf. The histologic picture is 
not the picture we would expect in the presenting 
diagnosis, but on the other hand, the hyperkera- 
tosis, the acanthosis, and the thickening in the 
granular layer are perfectly compatible with acro- 
keratosis of Hopf. 

Dr. Francis A. ELis, Baltimore: Epidermo- 
dysplasia verruciformis is one of the most con- 
troversial diagnoses we have today. I disagree 
with the previous speakers because I doubt the 
histologic picture is that of acrokeratosis of Hopf, 
that here we have disappearance of the keratin 
hyaline granules. I do not agree with Lutz that 
there is no such disease as epidermodysplasia 
verruciformis. I think this patient has a special 
form of warts rather than epidermal dysplasia. 
The biopsy does not have the vacuolization which 
one sees in epidermodysplasia verruciformis of 
Lewandowsky and Lutz. (Sullivan, M., and Ellis, 
F. A.: Epidermodysplasia Verruciformis, Arch. 
Dermat. & Syph. 40:422, 1939) 

Dr. ANTHONY CIPOLLARO, New York: I think 
this is one of the best cases we have had today. 
It is a very rare disease. I would like to agree 
with the diagnosis as presented. Drs. Wise and 
Rein published the first cases in this country. 
The patient shown here today fulfills the clinical 
and histological features described in their article, 
which was published about 15 years ago. 

Dr. ALBERT M. KLIGMAN, Philadelphia: Lewan- 
dowsky before he died agreed that the disease 
he described was nothing more than a species of 
ordinary warts and that it was transmissible. We 
know that warts take on very different guises. 
By retaining this complicated name and arguing 
its separation from Hopf’s dermatosis, we tend 
to forget the fact that the origin of this disorder 
is precisely known and that this is a variety of 
a dermatologic commonplace. 


Basal-Cell Nevi. 
SCHAMBERG. 
The patient, a white youth aged 18, at age 6 

developed multiple lesions on the skin which have 

persisted. In November, 1950, a firm swelling was 


Presented by Dr. Ira LEO 


found on the left gingiva, and multiple mandibact 
lar and maxillary cysts have been surgically re- 
moved. The cutaneous lesions cause no cing oneal 
There is no similar disease in his family. ie a 
The eyelids and periorbital areas, the trunk, w: 7 al ki X 
relative sparing of the central aspect, the cubital 
and popliteal fossae present multiple pinhead- OA 
BB-shot sized, sessile brown-black nodules with ae 
a central black dot as well as pedunculated brown- y 
black tags. Dark pinhead-sized macules are se ens 
on the palms. Protuberant, bony deformity of the 
right anterior chest is noted. The base of the nose 
is elevated and multiple coarse dark hairs emer i 
from a deep dell on the bridge of the nose. Ai 
soft cyst is palpable on the nape and another o on 4 
the flexor aspect of the left wrist. ag 5 oe 
The blood count and urinalysis were withir Tr 
normal limits. Roentgen ray examination revealed 
synosteosis of left first rib and bifid left and right 
sixth rib. The report on the biopsy specimen wae 3 
as follows: 2 


e 


re 


“Basal cell cancer tissue extended from basal- 
cell layer of the epidermis at only one or two — 
places, and it is believed that the tumor has 
originated in the hair follicle structure. Little ty 
nests of squamous cells appeared within many of 
the tumor strands. Pigmentation was heavy within 
both these nests and the chromatophores in the 
stroma. There was not any clear-cut cyst forma- — 
tion. Inflammatory cell infiltration was absent.” 
(Dr. Fred D. Weidman, May, 1956) 


The patient has been treated with repeated 
applications of trichloracetic acid to lesions about — 
the right eye, with definite improvement, and solid 
carbon dioxide to lesions on the back, with less ~ 
improvement, and spraying with fluoroethyl to the ae 
right side of the nape. 


Basal Cell Nevi vs. Multiple Benign Cystic — 
Epithelioma. Presented by DR. MARGARET 
Gray Wood and Dr. G. W. HAMBRICK JR 
The patient, a Negro man aged 46, has had — 

asymptomatic pigmented lesions of the scalp as E 

long as he can remember, and new ones continue — 

to appear. Verrucous lesions are present on the — i 

upper lip and the right side of the scalp. In the Sig 

past year he has developed gradually enlarging ~ 
nodules, one on the occipital scalp and another — 

on the right thigh. He has had dark-colored, ele- ~~ 
vated frowths over his trunk for an undetermined 
time. 


There are multiple pigmented papules and nod- om 
ules of varying size from 0.2 to 2 cm. on the a 
scalp. Some are verrucous. Verrucous and pitted ~ 
plaques are present on the upper lip. A 4X2 cm. | 
smooth-surfaced tumor is seen on the right pos- ne i 
terior scalp. Numerous elevated, dark-brown to — 
black growths 0.5 cm. in diameter are present 
on the trunk. 
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T A iy blood: count revealed 18.0 gm. hemoglobin, 
4 a 5 350 leukocytes; sickling negative. Urinalysis was 


a -within normal limits. The serologic tests for syph- 
ilis were nonreactive. Five biopsy specimens sub- 
: mitted for examination all showed a basal-celled 
tumor within the corium. The report on the speci- 
= men, PGH 58-333A, was as follows: “Showed a 
~ nodular tumor mass which had been cut so that 
no surface epithelium was evident. The tumor 
a ` consisted of anastomosing narrow strands and a 
` few solid masses of basal cells lying in an edema- 
a tous fibrous tissue stroma. Pigment was present 
~ both in the masses of tumor cells and in chroma- 
| tophores within the stroma. At intervals within 
- the tumor, the cells were more lightly stained and 
| 2 ¥ formed small whorls about a central area of kerat- 
: -inous material. Some of these showed deposition 
of calcium.” 

| 2 _ The report on specimen PGH 58-333B : “Showed 
> relatively normal-appearing surface epithelium 
j overlying a tumor of basal cells. The tumor ap- 
_ parently originated from small epithelial buds on 
A _ the undersurface of the epidermis and extended 
_ downward as anastomosing narrow strands of 
basal cells. A few solid masses of tumor cells 
y © were also present. In a few areas the tumor cells 
lined cystic structure containing keratinous ma- 
terial. The stroma was edematous and showed 

_ fibrocellular reaction.” 
= Specimen A, scalp: “Lesion showed basal cell 
I E nor originating from the surface epithelium and 
_ extending downward in fairly broad masses. Nar- 
row strands and small bud-like lobulations ex- 
‘: R tended from these masses. Some of the bud-like 
_ protuberances showed central keratinization and 
pe cyst formation. Pigment was prominent within 
Bite tumor cells and was also seen in chromato- 
= phores within the stroma. The latter showed edema 
gia d a fibrocellular type of reaction. There were 
- some adipose tissue cells in the subepidermal area.” 


a 
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eee B, scalp: “Showed a small tumor con- 
ing ‘of several small solid masses of dark- 
g undifferentiated basal cells, and a mass 
f anastomosing narrow strands of basal cells with 
Be ee tine fibrous stroma. The solid masses 
_ of tumor cells contained pigment and were con- 
= tinuous with follicular structure. The narrow 
_ strands apparently originated from surface epi- 
-~ thelium. Some sections showed small, keratin- 
© containing cystic structures.” : 
i | e Specimen C, right side of upper lip lesion: 
z% “Showed a rather diffuse and deep-seated scatter- 
“4 ing of basal cell tumor within the dermis. The 
_ tumor was apparently continuous with follicular 
isracture and no connection with surface epi- 
=~ thelium was demonstrated. The tumor was com- 
4 posed of several solid masses and several large, 
_ keratin-containing cystic masses of basal cells, 
2 ap iement was present within tumor cells and within 
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the keratinous material. The stromal reaction was 
of the fibrocellular type.” 


The patient has received no treatment except 
excision of keratinous cyst, right thigh. 


Discussion 


Dr. HERMAN BEERMAN: This shows the im- 
portance of doing biopsies in some of these con- 
ditions we think papillomas. 


Dr. Perry Sacus, New York: I presume that J 
basal-cell nevi is not considered synonymous with 
multiple benign cystic epithelioma; they are prob- 
ably two different diagnoses. I am not acquainted 
with the exact meaning of the term “basal-cell 
nevi.” I prefer “nevoid type of basal-cell epi- 
thelioma” and included in this group are multiple 
benign cystic epithelioma, epithelioma adenoides ý 
cysticum, syringocystomas, trichoepithelioma, etc. 5 

Dr. MaArcarer Gray Woop, Philadelphia: The e. 
two patients presented today satisfy the clinical 4 
criteria of the dermatoses designated by Howell z 
and Caro (The Basal-Cell Nevus: Its Relation- aig 
ship to Multiple Cutaneous Cancers and Associ- ae 
ated Anomalies of Development, A.M.A. ARCH. re 
DERMAT. 79:67-80, 1959) and earlier by Nom- 
land (Multiple Basal-Cell Epitheliomas Orig- 
inating from Congenital Pigmented Basal-Cell i 
Nevi, Arch. Dermat. & Syph. 25:1002, 1932) as 
basal-cell nevus or congenital pigmented basal- 
cell nevi. That is, they present multiple pigmented 
lesions which have their onset at an early age and 
persist without much change. Eventually some 5 
lesions become nodular tumors and pursue the “i 
course of a rodent ulcer. However, histologically, | i 
the lesions of the patients presented today show l 
areas of keratinization and structure simulating j 
hair follicles. These features, according to Howell, ! 
Caro and Nomland, are those associated with 
multiple benign cystic epithelioma and distinguish 2 
these lesions from those of basal-cell nevi. I 4 
think that the reported cases of basal-cell nevi 
and the cases presented today represent variants me 
of multiple benign cystic epithelioma (epithelioma . 
adenoides cysticum). Dr. Fred Weidman referred 
to these cases of multiple basal-cell tumors with- 
out keratinization as a forme fruste variety of 
multiple benign cystic epithelioma. 


Dr. ANTHONY CrpoLLARo, New York: This is 
a relatively new concept. Several months ago, 
while in Chicago, I saw Caro’s case and had the l 
opportunity of discussing this disease with Dr. | 
Michelson and Dr. Caro. Basal-cell nevi are un- 
doubtedly of nevoid origin but have the histologic 
structure of a basal-cell epithelioma. Now the 
question comes up: Should these lesions be grouped 
amongst the basal-cell epitheliomas, or do they 
belong to the nevoid group? The fact that they 
are present at or near birth and do not ulcerate 
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ve ae do not proliferate or show other progressive 
_ changes- seen in ordinary basal-cell epithelioma, 

ue would indicate that they are nevi with a peculiar 

E histological structure resembling that seen in 
multiple basal-cell epitheliomas. 


Dr. Ira L. ScHAMBERG, Philadelphia: I under- 
= stand Dr. Cipollaro to say that these do not go 
on to destructive lesions. Howell and Caro 
f  (Ħowell, J. B., and Caro, M. R.: The Basal Cell 
5 = Nevus: Its Relationship to Multiple Cutaneous 
ia Cancers and Associated Anomalies of Develop- 
ment, A.M.A. Arcu. Dermat. 79:67, 1959) have 
‘clearly shown the serious malignant potential of 
these 7 lesions, and emphasize the importance of 
destroying all lesions on the face before they 
become invasive. 


_ Leukoplakia Tongue. Presented by CAPTAIN 
James H. Locxwoop, (MC), U.S.N. 


The patient, a Caucasian woman aged 60, had 
a generalized pruritic papular eruption 10 years 
ago which was diagnosed as lichen planus, for 
= which she received injections of bismuth and liver 
over a six-month period, with complete clearing 
=~ of the eruption. It was about this time that she 
first noticed a number of reddish plaques on the 
} dorsum of her tongue, which subsequently became 
white and remained unchanged until July, 1958, 
when she noticed a tender, raised lesion on the 
right posterior quadrant of the tongue. The hyper- 
trophic lesion was excised on Sept. 17, 1958, and 
has not recurred. The patient is a nonsmoker and 
has not had syphilis. 


vs This patient now presents a longitudinal scar 

= in- the right posterior quadrant of the tongue at 

the site of excision of the hypertrophic lesion. 
Elsewhere over the dorsum of the tongue are a 
number of smooth, white plaques. Along the left 
lateral border of the tongue the plaques seem to 
be replaced by a somewhat erythematous, atrophic 
mucous membrane. 


Qe 


The reports on biopsy specimens were as fol- 


lows: 


“July 29, 1958—Naval Dental School, NNMC, 
Bethesda, Maryland, 689-58. Specimen No. 1: 
Biopsy from hypertrophic lesion on right posterior 
quadrant of tongue showed hyperkeratosis, para- 
keratosis, acanthosis, and a heavy inflammatory 
infiltrate in the upper dermis composed of lympho- 
cytes and macrophages. Focal inflammatory hy- 
perplasia and hyperkeratosis, tongue. (These 
changes were interpreted by us as compatible with 
verruca vulgaris. ) 

Specimen No. 2: Biopsy from atrophic white 
plaque on dorsum of tongue showed hyperkera- 
tosis with parakeratosis in some areas and a 
granular layer in others. There was flattening of 
~ the rete ridges and the upper dermis contained 
= a heavy infiltrate of lymphocytes and macrophages. 









































( These ais were interpreted ce us as con 
patible with leukokeratosis. ) 


“Sept. 17, 1958—U.S. Naval Hospital, Phila- 
delphia, Pa., S 58-2438. Excisional specimen i; 
Taira lesion on right posterior marant 
of tongue was similar to Specimen No. 1 above 
but also showed a tendency for peaking of — vi 
papillae with parakeratosis overlying and a few 
vacuolated epidermal cells. Impression: verruca — ¥ 
vulgaris. iż 

“Feb. 5, 1959—Naval Dental School, NNMC, 
Bethesda, Md., 129-59. Specimen No. 1: Biopsy a i 
from white plaque on dorsum of tongue showed | 
minimal dyskeratotic changes compatible with diag - ee 


mrt 


nosis of leukoplakia.” A 3 


Following excision of the hypertrophic lesion. 
on the right posterior quadrant of the tongue, the — 
patient was treated with a vitamin A preparation 
(Vi-Dom-A Buccal Tablets), 150,000 units daily, — + 
which was later increased to 150,000 units tid, 2a 
She has now been on the higher dosage of bucca Eat 
vitamin A since Nov. 20, 1958. There was no 
apparent change in the areas of leukoplakia for 4 
the first two months, but when she was last seen — 
there was some clearing along the left lateral s 
border of the tongue. It is of considerable interest ; 
that biopsies from both the clearing and the un- 
changed areas of the tongue still show changesiig 
compatible with leukoplakia. 

; B: 
Discussion E 

Dr. Francis P. McCarruy, Boston: This very a : 
interesting oral case presents a variety of mucous gk H 
membrane lesions. There is a marked atrophy of ~ 
the dorsum of the tongue with a superimposed 
leukoplakia. A large patch of verrucous leuko- ? ie 
plakia is present at the site of the biopsy in the a 
left posterior dorsum. The atrophy and secondary — 
leukoplakic reaction clinically suggest a luetic glos- — a 
sitis, but as chronic oral lichen planus involva 
the tongue will simulate a luetic tongue, it is 
very difficult to differentiate the two conditions A i; 
without a deep biopsy which includes the muscula- 
ture. The biopsy in this case was not deep enough 
to show the deep vascular pattern seen in luetic 4 
glossitis. I have had an opportunity as a general g 
pathologist to study the pathology of luetic glossitis iz E 
and there is a characteristic sclerosis of the deep — ; 
vessels. There is also a growth of connective 
tissue separating the muscle fibers which are, E 
atrophied. I am inclined to favor the diagnosis of A i 
chronic lichen planus with superimposed leu- a a 
koplakia with a localized patch of verrucous — rp 
leukoplakia on the left dorsum of the tongue. ‘a 

Dr. Pue McCartHy, Boston: I have seen | 
several patients with longstanding lichen planus — Rei 
who eventually showed similar changes to this A 
patient; that is, atrophy, and the atrophy is super- ng 
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ficial. I saw no deep muscle atrophy; there is no 


= wrinkling of the mucosa. I favor. longstanding 


burned-out lichen planus with mucosal atrophy 
showing secondary leukoplakia. 

Dr. LesLie P. BARKER, New York: The lesion 
on the tongue has the clinical appearance of 
syphilitic superficial sclerosing glossitis with leu- 
koplakia. I have never seen lichen planus produce 
such extensive atrophy of the tongue. I think a 
biopsy should be done from the thickened white 
patch of leukoplakia. It is well known that lichen 
planus, as well as leukoplakia of the mouth, may 
develop into squamous-cell epitheliomas. 


Hemangioma of the Buttocks and Vulva, Un- 
dergoing Spontaneous Involution. Presented 
by Dr. CARMEN C. THOMAS. 

The patient, a girl aged 21 months, at about 
two weeks postnatal began to develop the perianal 
lesions, and shortly thereafter lesions of the labia 
and mons were noted. At age 4 or 6 weeks, she 
was admitted to the Children’s Hospital because 
of rectal bleeding. Proctoscopy showed no evi- 
dence of hemangioma within the rectum. Anal 
bleeding has occurred on three or four occasions 
since, but there has been none for about 12 months. 

There is a large sclerosing hemangioma involv- 
ing the sacrum and buttocks and the perianal and 
vulvar regions. Originally, some ulcerations were 


= seen on labial and perineal sites, but these re- 


ip sponded to local cleansing and bland ointments. 


AK ya“ 


A roentgenogram was made of the lumbosacral 


-spine on March 7, 1958, and pelvis and hip joints 


showed no bony abnormalities. 

In August and September, 1957, solid carbon 
dioxide was applied to the right labium and the 
sacrum on three occasions. There has been no 
other treatment. 


Discussion 


Dr. Mark HoLLAanpeRr, Baltimore: This sparks 
the controversy as to whether the true strawberry 
marks should be allowed to undergo spontaneous 
involution. There is no question that that is hap- 
pening in this case. Most of such lesions will 
undergo spontaneous involution. I gather from 


= the protocol, though, that in this case the lesions 


were quite small at the outset, and have become 
quite large. They are now undergoing involution 


with what is obviously a great deal of scarring. 


They could have been destroyed at the beginning 
by treatment with grenz rays, in doses of 500 r 
every two weeks to three months. In my experi- 
ence with strawberry marks, the first such treat- 
ment uniformly arrests the growth of the lesion. 
Once involution has started, only such therapy is 
used as is needed to keep it going. Surprisingly 
little treatment is required. 
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Dr. Harry M. Rosinson JR., Baltimore: I have 


not been impressed with the ability of grenz rays 
to halt progress or start involution of lesions at 
such a rapid pace. This method obviously needs 
further study. Unfortunately, in too many in- 
stances we have been called upon to handle babies 
who have been treated by radiotherapists with 
everything from x-rays to radium. Many of these 
lesions will undergo spontaneous involution. It is 
very dificult to predict which ones will and which 
will not, but I believe the vast majority will, and 
I believe it would be best to err on the side of 
caution. 

Dr. Frank E. Cormia, New York: I think 
that these lesions are something like grasshoppers 
—we do not know which way they will go until 
they jump. 

Dr. ANtHONY Domonkos, New York: I think 
Dr. Robinson has stated the great puzzle 
hemangiomas—which hemangiomas will undergo 
spontaneous involution and which will not. He- 
mangiomas seen around the perianal region and 
the perineum usually undergo involution very nice- 
ly. Dr. Ronchese in 1952, at the International 
Congress in London, showed a number of cases 
which had undergone spontaneous involution. How- 
ever, many of these did so after extensive ulcera- 
tion. | would certainly hesitate, in the light of 
today’s knowledge regarding the genetic effects of 
ionizing irradiation, to use such therapy in this 
area, where the gonads are located. 


Dr. SMootr CARTER, Winchester, Va.: I feel that 


all hemangiomas should be treated actively by the 


dermatologist. It does not take long to find out 
whether a hemangioma is growing actively and 
is going to be a destructive, scarring proposition. 
I think these children should be picked up while 
they are still in the crib in the pediatric ward and 
before x-ray therapy is necessary; there are other 


modalities to take care of them. In two or three 


weeks the hemangioma will either grow like wild- 
fire or maintain its status. I do not think that 
we should go along with these people who say, 
let them alone and they will undergo involution 
spontaneously. We have all seen hemangiomas 
grow and become infected with a lot of scarring, 
and I think we should have a more aggressive 
approach to the problem. 


Juvenile Xanthogranuloma. Presented by DR. 
Dr. CarroL_t F. Burcoon JR. and (by invitation) 
Dr. JAMES H. GRAHAM. 


The patient, an infant aged 15 months, was born 
with brownish discolorations on the left shoulder 
which gradually became raised and reddened at 
3 to 4 weeks of age. By the third month of life, 
the mother also noted a black and blue mark on the 
left instep. The lesions were carefully observed 
and, because of whealing after trauma, the diag- 
nosis of urticaria pigmentosa was made clinically. 
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Both lesions continued a steady growth and at the 
age of 3 months a biopsy was obtained, which was 
reported as being compatible with mastocytoma. 
Two siblings and both parents are living and in 
good health. None have a similar disease. 

A purplish-red, waxy, convexly raised lesion with 
sessile base, moderately well demarcated, with a 
smooth but nodular appearance, firm to the touch, 
is located over the anterior aspect of the left 
shoulder. This was 5X7 cm. in size and was 
excised on Feb. 9, 1959. A smaller, similar lesion, 
23 cm., blending in easily with the surrounding 
normal skin, was located on the dorsum of the left 
foot. 

Hemogram and urinalysis were within normal 
limits. Roentgenographic survey of the osseous 
structures was negative except for an area of 
radiotranslucency with a surrounding zone of con- 
densation located at the end of the right radius. 

The report on the biopsy specimen (March 10, 
1958) was as follows: “The epidermis was intact 
but thinned overlying a lesion composed of a dense 
cellular infiltration of the superficial corium. 
Giemsa and methylene blue stains demonstrated 
the presence of multiple cytoplasmic granules with 
the infiltrating cells. Diagnosed as urticaria pig- 
mentosa—Hahnemann Hospital, Feb. 16, 1959.” 
The lesion was interpreted as a juvenile xantho- 
granuloma. The diagnosis was based on the 
presence of a massive dense infiltrate occupying the 
corium, made up of many histiocytes, poly- 
morphonuclear leukocytes, lymphocytes, and Touton 
giant cells. In addition to this, there was a marked 
degree of connective-tissue proliferation. The 
adnexal structures appeared to be either com- 
pletely wiped out or only degenerative remnants 
remained. In some areas at the depth of the biopsy 
specimen, there were a few foci of plasma cells, 
and intermingled with these there was an occa- 
sional mast cell, but otherwise they were practically 
absent in the areas of histiocytic proliferation. 

At the age of 8 months, the lower half of the 
shoulder lesion was treated with roentgen ray 
with no evident improvement during the next five 
to six months as compared to the control. The iett 
shoulder lesion was excised on Feb. 9, 1959. There 
has been no other therapy. 


Nevoxanthoendothelioma. 
MARGARET GRAY Woop. 
The patient is a Negro girl aged 6 years. At 7 

months of age a pink, nonpruritic, maculopapular 

eruption appeared on the face and gradually spread, 
over a period of about one year, to involve the 
trunk and extremities. Nodules and discrete firm 
papules evolved, and on the cheeks the lesions 

coalesced to form raised plaques approximately 5 

cm. in diameter. The process remained progressive 

until about the age of 5 years. In 1956 she was ad- 
mitted to the Woman’s Medical College Hospital 


Presented by DR. 


by Dr. Carmen C. Thomas for the removal of 
several large nodules from the face. Two of these, 
on the nose and left eyelid, were interfering with 
the patient’s vision. During this admission, several 
lesions were injected with hydrocortisone, with no 
significant effect. Other lesions have been removed 
from the face for cosmetic reasons. The size of 
the nodules at the time of removal has not ex- 
ceeded 1 cm. During the past two years there has 
been some flattening of the plaques on the face and 
softening of the areas. No new nodules have de- 
veloped, and the lesions on the trunk and ex- 
tremities are less prominent. 


The past medical history, except for pneumonia 
in 1953 and repair of umbilical hernia in 1955, was 
uneventful. 

There is no family history of cutaneous disease. 
The mother, father, and two older siblings are 
living and well. 


A small, well-developed Negro girl, aged 6 years, 
presents nodular and papular lesions, flesh to dark- 
brown in color, over the face, trunk, and ex- 
tremities. Slightly raised, yellow-brown plaques 
cover both cheeks. Small raised nodules are 
present within and at the periphery of these plaques. 

Roentgenographic studies of the long bones and 
skull were negative. Liver function studies and 
serum cholesterol levels were normal. A bone mar- 
row examination was negative. Hemogram was 
within normal limits, except for a mild nor- 
mochromic and monocytic anemia. Microscopic 
examinations of tissue from several lesions have 
shown dense cellular infiltration of the dermis, 
consisting of lipid-laden histiocytes and numerous 
giant cells of the Touton and foreign body type. 
The cellular reaction extends to the border of the 
epidermis. The latter is flattened and sometimes 
thinned, but shows no other significant change. 
Histochemical studies identified the lipid as con- 
sisting largely of neutral fat. 


The patient has been treated with local injection 
of hydrocortisone and oral administration of 
granulethicin and thyroid, with no appreciable 
effect on the lesions. 


Discussion 


Dr. Davo Biroom, New York: The first case 
is unusual because of the large lesion on the ankle. 
I saw a Similar large ulcerative lesion on the scalp 
of a Negro child which was diagnosed by the 
surgeon as a malignant neoplasm and for which 
surgical treatment was contemplated. However, 
the dermatologist called attention to several typical 
lesions of nevoxanthoendothelioma on the trunk 
and extremities and advised conservative therapy. 
The lesion on the scalp has healed without any 
surgical treatment. The second case is of interest 
because of the numerous lesions resembling, at first 
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glance, Von Recklinghausen’s neurofibromatosis. 
However, close examination of the lesions reveals 
the yellow color which suggests the diagnosis of 
nevoxanthogranuloma. 

Dr. James H. GRAHAM, Philadelphia (by invita- 
tion): I would like to point out the confusion that 
will come up, in regard to patients like this, in the 
differentiation, both clinically and microscopically, 
between xanthogranuloma and urticaria pigmentosa. 
Dr. E. B. Helwig (in Proceedings of the 20th 
Seminar, American Society of Clinical Pathologists, 
1955) and Dr. W. R. Nickel (Urticaria Pig- 
mentosa : Mastocytosis, A.M.A. ARCH. DERMAT. 76: 
476, 1957) have pointed out in recent years how 
this confusion arises, particularly under the micro- 
scope, which was the case here. A biopsy of the 
lesion was examined over a year ago by a general 
pathologist and diagnosed as urticaria pigmentosa. 
This original biopsy was obtained, and examination 
showed the typical changes of juvenile xantho- 
granuloma. 

Dr. Perry SAcus, New York: For many years 
it has been well known that the clinical differentia- 
tion of urticaria pigmentosa and juvenile xantho- 
granuloma has been difficult. Microscopically, 
however, there is no problem at all. 

Dr. RAyMonp A. Oszourn, Washington, D.C.: 
Over the past ten years or so I have asked many 
dermatologists if anyone has ever followed one of 
these cases and seen complete involution of the 
lesions, such as described in the textbooks. So far 
no one has assured me that he has seen such a 
case. Recently we have followed a child with this 
disease. This child has had involution of the lesions 
for about 12 or 13 months. We notice that in un- 
dergoing involution, the lesions leave somewhat 
flabby skin in the area. We still do not know 
whether the end result will be without scarring. 

Dr. ARTHUR G. Pratt, Camden, N. J.: Several 
years ago I followed one of these cases for long 
enough for the entire eruption to disappear. At 
first the lesions were solid, but then became flabby, 
and finally completely disappeared. In the particular 
child I followed, I gave sodium salicylate, but I 
believe the disappearance was spontaneous. 


Dr. C. D. CALNAN, Philadelphia (by invitation) : 
I once published a study of such patients. The 
vast majority of the cases proceed to complete in- 
volution; it is not invariable. 

Dr. HERMAN BEERMAN, Philadelphia: In the pa- 
tient reported in 1949 by Blank, Eglin and me 
(Nevoxantho-Endothelioma with Ocular Involve- 
ment, Pediatrics 4:349, 1949) we did not make a 
follow-up for more than a year. Actually, this pa- 
tient had one lesion removed from the abdomen but 
since then Dr. Newell (Nevoxanthoendothelioma 
with Ocular Involvement, A.M.A. Arch. Ophthal. 
58:321, 1957) has reported several cases with 
ocular involvement. The eye in our patient was 
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enucleated a year before we examined the cutaneous 
lesion. The ocular lesion showed the histologic 
changes of nevoxanthoendothelioma. 

Dr. James H. GRAHAM, Philadelphia (by in- 
vitation) : I should like to refer to Dr. Helwig’s 
work published in 1954. Since that time he has 
enlarged the group to 150 cases. The vast majority 
of these spontaneously disappear within a two- 
year period. They have done their lesions from 
the eye, from the gastrointestinal tract, from the 
testes; it is a systemic disease. 


Incontinentia Pigmenti. Presented by Dr. Her- 
BERT A. LUSCOMBE. 


The patient, a male infant aged 6 months, when 
first seen by the mother, had blisters on hands and 
feet. On the third day of life the child developed 
tetany, which responded to calcium. The child con- 
tinued to develop occasional blisters on the ex- 
tremities, mainly on the left side. These crust and 
form raised plaques which regress, leaving scars. 
At 6 weeks of age a fine, irregular, gray pigmenta- 
tion appeared on the sides of the trunk. This has 
become more pronounced as the blisters and crusts 
become less frequent. 


At age four-and-a-half months the infant de- 
veloped a morbilliform eruption resembling rubella 
with postcervical adenopathy. 


The distal parts of the extremities show ir- 
regular, superficial scars, a few areas of hyper- 
keratotic crusting, and an occasional bulla. On the 
trunk there is a slate-colored, speckled pigmenta- 
tion which assumes the configuration of swirls. The 
pigment is most pronounced on the lateral aspects 
of the trunk, and extends on the upper arms. 


Discussion 


Dr. Davin Broom, New York: The fact that 
this patient is a male is of interest, for in about 
76 cases of the classic type of incontinentia pig- 
menti (Bloch-Sulzberger) in the literature, about 
70 were of the female sex. The exact hereditary 
mechanism has not been established. Reports of 
such cases would be of more value if a thorough 
family pedigree could be given. It would contribute 
data necessary for the establishment of the exact 
hereditary mechanism. 


Dr. NATHAN Soper, New York: I would like 
to call attention to the pigmentation in incon- 
tinentia pigmenti, which ultimately becomes much 
lighter, with many of the lesions disappearing. I 
have presented an infant whose father had the 
same condition. He had it when he was an infant, 
of a very severe, extensive type, and now has only 
a few remaining lesions. I believe the literature 
also bears this out. 


Dr. CHARLES SHEARD, Stamford, Conn. : I would 
like to comment on the incidence of blindness in 
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incontinentia pigmenti. In so many of these cases, 
when the child is 12 or 13 years of age, it is 
interesting to see perhaps a little atrophy. I saw 
a child who went blind at the age of 14, and I 
kicked myself for not being aware of the pos- 
sibility that many of these children will go blind, 
and I think it should be emphasized. 


Dr. Morris M. Comen, Baltimore: I would like 
to call attention to the systemic defects of this 
disease—blindness, mental retardation, epilepsy, 
bone changes, and many other complications. This 
youngster may be in for trouble in the next few 
years, 


Pseudoxanthoma Elasticum (Groneblad-Strand- 
berg Syndrome). Presented by Dr. CARROLL 
S. Wricut and Dr. DonALp TSCHAN. 


The patient, a white woman aged 24, presented 
an asymptomatic eruption, starting on the back of 
the neck approximately one year ago, which has 
gradually spread to involve the posterolateral as- 
pects of the neck. No one else in the family has 
a similar condition. She has taken thyroid tablets 
for three and one-third years for dysmenorrhea. 


The patient is a well-nourished, young, white 
female. Over the posterior and posterolateral sur- 
faces of the neck are whitish linear streaks with 
small, slightly elevated, light-orange papules. The 
ophthalmologist’s report was “Patient has typical 
and advanced angioid streaks in both retinas— 
visual acuity normal with corrective glasses.” 
(F. H. Adler, M.D.) 


The report on the biopsy specimen was as fol- 
lows: “This specimen of skin showed a broad band 
of basophilic material extending across the mid- 
portion of the dermis. With the Verhoff elastic 
tissue stain, this area is found to be the site of 
numerous fragmented, tightly coiled spirals of 
elastic tissue. A narrow zone of uninvolved con- 
nective tissue containing apparently normal branched 
elastic tissue separated the area from the over- 
lying epidermis. The epidermis was perhaps some- 
what thinned, but maintained its normal contour. 
The picture presented here was entirely consistent 
with pseudoxanthoma elasticum.” (M. G. Wood 
M.D.) 


The patient has been given no treatment. 


Discussion 

Dr. Hersert Mescon, Boston: There have been 
several cases now reported in the pathology litera- 
ture in which autopsies done on people who have 
died of this specific entity have been shown to 
have diffuse systemic involvement. One contro- 
versial thing that I would like to bring out is that 
in the cases reported in the literature, in the un- 
involved skin as well as in the clinically involved 
skin, the histologic picture of pseudoxanthoma 


elasticum was said to be demonstrable. Secondly, 
the question has come up as to whether this is an 
elastic tissue disease or degeneration of collagen 
tissue. In the last year there has been a con- 
siderable amount of histochemical and chemical 
work to demonstrate that this is almost entirely an 
elastic tissue disease. I would like to have the 
opinion of the group on their results taking nor- 
mal-appearing skin from people who have pseudo- 
xanthoma elasticum. If we stated that this was 
a slide from a possible case of pseudoxanthoma 
elasticum, the general pathologists to whom we 
have submitted slides almost routinely came up 
with “consistent with pseudoxanthoma elasticum.” 
In other words, they would do elastic tissue 
stains, saw a few threads of uneven elastic tissue, 
and said, this could be an early stage of pseudo- 
xanthoma elasticum. I have been unable to con- 
firm this. 


Dr. Davin BLtoom, New York: It is important 
to keep in mind that pseudoxanthoma elasticum is 
a systemic genodermatosis involving not only the 
skin but the elastic tissue in all the organs, 
particularly in the eyes, causing angioid streaks 
of the retina, and in the large arteries leading to 
hypertension and aortic aneurysm. These latter 
changes are manifested later in life. This young 
woman should be thoroughly examined from this 
point of view and should be under regular and 
constant observation. 


Dr. BERTRAM SHAFFER, Philadelphia: I think it 
is important to emphasize that this is a systemic 
disease in which the elastic tissue all over the body 
is apt to be involved, and furthermore, the de- 
generation of the elastic tissue is on a genetic 
basis. Dr. Bloom stole some of my thunder in point- 
ing out that the arterial system of the body is 
particularly affected, but so are the lungs and the 
gastrointestinal tract, and occasionally the heart. 
In those cases in which autopsy has been done, this 
particular pathologic change has been demonstrated 
in most of the tissues of the body. 


Dr. JAMES H. GRAHAM, Philadelphia (by invita- 
tion): We had a patient who was biopsied for 
another reason, and in the midcorium there was the 
characteristic degeneration of elastic tissue of 
pseudoxanthoma elasticum. Later on the patient was 
studied thoroughly, and found to have eye lesions 
(angioid streaks) so that the diagnosis was made 
without the patient having typical cutaneous 
lesions. i 


Dr. Francis A. Erus, Baltimore: We have a 
patient who had several biopsies for possible lupus 
erythematosus, and the elastic tissue did not show 
pseudoxanthoma elasticum in the biopsied areas, 
but she did have extensive pseudoxanthoma 
elasticum lesions about the umbilicus, proven by 


biopsy. 
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1. Generalized Trichophyton Rubrum Infection 
with Majocchi’s Granuloma; 2. Rheumatoid 
Arthritis; 3. Diabetes Mellitus; 4. Staphylo- 
coccal Infection of Left Ankle. Presented by 
Dr. Donatp M. Pittspury and Dr. G. W. HAM- 
BRICK JR. 


The patient, a white man aged 53 years, has had 
severe rheumatoid arthritis since 1946, with nearly 
all his joints involved at some time, which has been 
treated for the past 10 years with systemic steroids 
with a maimtenance dose of 15 mg. prednisolone 
daily. Since 1955 the patient has had diabetes, well 
controlled. In 1946 the patient first noted thickening 
and crumbling of several of his fingernails and 
an erythematous scaly eruption on the arms. Since 
1950 he has had a pruritic, generalized, scaly, 
erythematous eruption. For a year the patient has 
had small pustular lesions, mainly on the extensor 
surfaces of the arms and legs. 


There are mild Cushingoid features in face and 
trunk, and a diffuse erythema over the extremities, 
trunk, face, and scalp with a flaky scaling of al- 
most general distribution, but most marked on the 
trunk and extremities. On the thighs and mid- 
arms, numerous discrete 3 to 4 mm. pustular 
lesions are present. There are erythema and scaling 
of the scalp, particularly at the hairline. All the 
nails are hyperkeratotic and crumbling. The face, 
neck, and back show moderate telangiectasia. 
There is deformity of the interphalangeal and 
metaphalangeal joints with ulnar deviation. The 
knees and elbows revealed a fusiform swelling. 
There is also considerable atrophy of interossei 
muscles, quadriceps, etc. Anterior to the left lateral 
malleolus are two draining sinuses exuding 
seropurulent material. 


A blood count revealed 14.8 gm. hemoglobin and 
7,400 leukocytes with a normal differential count. 
The blood urea nitrogen was 22 mg. %; fasting 
blood sugar, 103 mg.-%; the serologic tests for 
syphilis non-reactive; BSP 10% dye retention; 
alk.-phos. 2.0; total bilirubin, .62; cephalin floccu- 
lation, 0. The electrocardiogram was suggestive of 
left ventricular hypertrophy and old anterior in- 
farction. Roentgenogram of the left ankle showed 


rheumatoid arthritis and possible septic arthritis. | 


The bone marrow was normal. Culture of the left 
ankle sinus showed hemolytic Staphylococcus albus, 
hemolytic Staphylococcus aureus sensitive to 
novobiocin, chloromycetin, erythromycin, strepto- 
mycin and tetracycline, but resistant to penicillin. 
KOH scrapings revealed many mycelia. Culture— 
Trichophyton rubrum. Culture of pustule—Micro- 
coccus pyogenes, coagulase positive. 

Histology: Skin of the left arm: a mild derma- 
titis was presemt. Periodic-acid-Schiff stain demon- 
strated many fungal elements in the stratum 
corneum. Skin of the right thigh: pustular lesion— 
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serial sections demonstrated a follicular lesion with 
destruction of the follicle, and a chronic granulom- 
atous infiltrate of epithelioid cells and poly- 
morphonuclear cells. An occasional foreign-body 
giant cell was present. The entire process extended 
into the subcutaneous fat. Periodic-acid-Schiff 
staining demonstrated fungal elements in the hair 
funnel as well as in the deep granuloma within 
the dermis and fat tissue. 


Beginning Jan. 28, 1959, the patient was given 
250 mg. twice a day of griseofulvin. One week 
after the introduction of griseofulvin therapy, a 
definite decrease in the patient’s erythema and 
pruritus was noted. On Feb. 18, 1959, as the 
scrapings of skin still contained fungi and the 
pustular lesions were persisting, griseofulvin was 
increased to 250 mg. four times a day. Prednisolone, 
5 mg. three times a day, and Lente insulin, 35 
units daily, were also given. The left ankle was 
treated by soaking, elevation, and immobilization. 
Novobiocin, chloromycetin, and streptomycin have 
been administered. The ankle infection has gradually 
improved on conservative therapy. 


Discussion 


Dr. EuGENE Bereston, Baltimore: The patient 
related to me that his drug was stopped two days 
previously because of rectal burning and itching, 
and I was wondering whether the presenters 
thought that was due to the griseofulvin. We have 
not seen anything like that in our cases treated 
with this drug. 

Dr. Donan M. Pittspury, Philadelphia: I had 
the opportunity of interviewing Dr. Harvey Blank 
about three weeks ago in Miami. I think he has 
treated over 80 patients and the results in tinea 
capitis and T. rubrum infections have been excel- 
lent. I have long had the feeling that in patients 
with inflammatory eruptions of the feet and from 
whose skin we were able to isolate tinea rubrum, 
quite possibly the fungus did not have very much 
to do with the disease. This seems to be the case 
in patients with ordinary athlete’s foot, in Dr. 
Blank’s experience. Dr. Blank uses 
doses, trying to determine the best formula. 


Dr. Grorce W. HAmprick JR., Philadelphia: 
With regard to the possibility that the pruritus 
ani is due to the griseofulvin, I should like to 
point out that the patient had been receiving, in 
addition, other antibiotics, including novobiocin and 
chloromycetin. We are not attributing the pruritus 
ani to griseofulvin therapy. 


Dr. B. D. UsHer, Montreal, Canada: I should 
like to report our results with hair and nail 
infections, for the most part coinciding with those 
of Dr. Blank. We have had under observation 
one patient with an acute vesicular eruption of the 
feet in which T. rubrum has been isolated, and 
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after 10 or 12 days under 2 and 4 gm. of griseo- 
fulvin, there has been no improvement. (Adden- 
dum: A second course of treatment one month 
later resulted in clearing of the eruption.) 

Dr. Norman Wronc, Toronto, Canada: One of 
my patients was taking 2 gm. a day in four doses, 
and found that when taking the tablets late at 
night he had a migraine headache, nausea, and 
vomiting the next day. When he took two tablets 
after each meal, these symptoms disappeared. An- 
other of our patients, a physician, developed 
rosacea; it was very mild and has not progressed. 

Dr. M. Rosset, Toronto, Canada: We had a 
patient with an infection much more extensive than 
the patient presented here, including the scalp and 
feet. After about four weeks’ treatment, the T. 
rubrum has disappeared from almost all areas, but 
many of the cleared areas have been invaded by 
Candida albicans. 

Dr. R. C. V. Roprnson, Baltimore: We have 
noticed no results under three weeks, and usually 
at least four weeks elapse before any really normal 
nail growth is noted. 


Urticaria Pigmentosa. Presented by Dr. HER- 
MAN BEERMAN and Dr. GeorceE W. HAMBRICK 
JR. 

The patient, a Caucasian man aged 32, approxi- 
mately one year ago developed a “red rash” on his 
chest. The lesions have never been vesicular. The 
rash gradually spread to include his trunk, inguinal 
areas, and the proximal portions of the extremities. 
His cutaneous lesions have been asymptomatic 
other than when irritated, e.g. by playing with his 
children and their rubbing him, causing pruritus. 
The patient had urticaria years ago during adoles- 
cence, of unknown cause. He had a shrapnel 
wound in his left shoulder during the war, but no 
permanent disability. In 1956, he was treated for 
seborrheic dermatitis of the scalp and face, and for 
pruritus ani. 

The general examination is within normal limits. 
The liver and spleen are not palpable. There is a 
mild seborrheic dermatitis of the scalp. There is a 
residual scar in the left shoulder from shrapnel 
wound. A macular, hyperpigmented eruption is 
present on the chest, abdomen, in the inguinal area, 
and on the arms. Numerous telangiectatic vessels 
are present in the lesions as well as in the adjacent, 
otherwise normal-appearing, skin. No vesicles or 
bullae are present. There is some blanching of the 
eruption on diascopy, but pigmentation remains. 
Upon irritation of the skin, wheals appear. A 
minimal amount of dermographism is present upon 
stroking in uninvolved skin. 

The hemogram, urinalysis, liver function studies, 
etc., are in progress. 

Histology of two lesions on the trunk: 

“A. This specimen of skin was characterized by 
the following findings: hyperkeratosis, slight 


acanthosis, localized areas of increased pigment in 
the basal layer, focalized inflammatory infiltrate in 
the upper part of the subpapillary zone. The in- 
filtrate was composed of lymphocytes, a few 
histiocytes, and clumps of cuboidal cells which had 
hyperchromatic nuclei and clear cytoplasm. The 
infiltrate was especially prominent about small, 
dilated, thin-walled vessels. The dermis was other- 
wise normal, This is urticaria pigmentosa (adult 
type). 

“B. This specimen of skin showed findings simi- 
lar to those in Section A, but the picture was less 
diagnostic for urticaria pigmentosa. It was more 
like nonspecific dermatitis. Giemsa stains of Sec- 
tions A and B showed numerous mast cells.” 


The patient has received no treatment. 


Discussion 


Dr. GeorceE W. HAMBRICK JR., Philadelphia: 
Bone marrow examination on this patient does not 
reveal any abnormality. Preliminary studies with 
regard to coagulation show some questionable ab- 
normality which is being investigated at present. 


Dr. Harry M. Rosinson JR., Baltimore: There 
is a disturbing statement in a number of textbooks 
that the lesions of urticaria pigmentosa undergo 
resolution at puberty. I think that should be cor- 
rected. The error has been perpetuated for a good 
many years. 


A Case for Diagnosis. Presented by CAPTAIN 
James H. Lockwoop (MC), U.S.N. 


The patient, a male Caucasian aged 19, was re- 
ported to have had normal skin at birth, but at 
the age of 9 months, shortly following a change in 
formula, the patient developed a generalized erup- 
tion characterized by the development of bullae. 
The eruption subsided under treatment, but the 
patient was left with an erythematous skin. To 
his knowledge, the skin as it appears now has been 
unchanged throughout his life. The patient has 
had no symptoms except for an occasional mild 
pruritus. He has had no serious illnesses and he 
has had no complaints referable to any system. 
He was referred to the Dermatology Service, 
United States Naval Hospital, Philadelphia, by the 
Selective Service Draft Board for evaluation as 
to his physical fitness to be inducted into the 
armed forces. The family history is noncontrib- 
utory. . 


There is a diffuse, generalized erythema, sparing 
only the face, palms, and soles. Normal skin mark- 
ings are accentuated, particularly in the axillary 
and crural folds, the cubital fossae, and the an- 
terior thorax. The skin is soft and pliable and 
there is no scaling. There is extremely marked 
dermographism on stroking. All other physical 
findings, including the eyegrounds, are negative. 
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Biopsy (S59-554), skin, midclavicular line, an- 
terior thorax, left, dated Feb. 24, 1959: “The epi- 
dermis appeared normal. In the upper dermis there 
were many dilated capillaries which were en- 
gorged with red blood cells. In the middle third 
of the dermis there was a diffuse cellular infiltrate 
which was monomorphous and composed of pecul- 
iar cells with homogeneous eosinophilic cytoplasm 
and centrally located, moderate-sized nuclei with 
heavy chromatin networks.” Other studies are in 
progress. 


Discussion 


CAPTAIN JAMES H. LocKwoop (MC), U.S.N. 
Philadelphia: We have some further information 
since the material was presented for publication. 
This patient has had a number of studies done— 
white count, red count, hemogram, platelets, coagu- 
lation time, bone survey, urine studies, chest x-ray 
—all negative. Three biopsies were done and 
hematoxylin and eosin stains revealed cells which 
at first we thought were mast cells. We have 
submitted slides for Dr. Lever to see and he feels 
that these cells are mast cells, as do Dr. Ellis and 
Dr. Beerman. If this is so, this is a most unusual 
form of universal erythematous cutaneous mastocy- 
tosis. In 1956 Degos (Paris) reported such an 
erythematous type with a generalized distribution. 
One case which appears to resemble ours has been 
reported in Germany but, as far as I know, no 
other similar case has been reported. 


Dr. Cart T. Netson, New York: I think that 
this patient has diffuse mastocytosis. It should be 
pointed out that this boy, shortly after birth, de- 
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Reiter’s Syndrome and Keratosis Blennor- 
rhagica. Presented by Dr. HARRY SHATIN. 


p Discussion 


Dr. HELEN O. CurtH: In reply to Dr. Hyman’s 
question to me about the differences between 
Reiter’s syndrome and Behcet’s syndrome, I would 
say that of the three classic sites of Behcet’s syn- 
drome (the oral cavity, the genitals, and the eyes) 
the oral cavity is unaffected in Reiter’s syndrome; 
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veloped bullae. This is quite common in patients 


with generalized urticaria pigmentosa. 

Epidermolysis Bullosa Dystrophica, Recessive Form. Pre- 
sented by Captain James H. Lockwoop (MC), U.S.N. 

Bullosa Dystrophiea. 2. Hypochromiec 

Presented by Dr. HuGu CrumMay, 


1. Epidermolysis 
Microcytic Anemia. 
Harrisburg, Pa. 

Congenital Ectodermal Defect. Primary Hypoparathy- 
roidism. Presented by Dr. GrorceE W. HAMBRICK JR. 

Darier’s Disease. Presented by Dr. HAROLD L. COLBURN. 

Keratosis Follicularis (Darier’s Disease). Presented by Dr. 
CarroLL F. Burcoon and (by invitation) Dr. James H. 
GRAHAM. 

1. Pelyostotie Fibrous Dysplasia (Albright’s Syndrome). 
2. Pathological Fracture, Left Femur. Presented by 
Dr. Donato M. PILLSBURY. 

Lupus Erythematosus Profundus. Presented by Captain 
James H. Locxwoop (MC) USN. 

1. Discoid Lupus Erythematosus. 2. Corneal Infiltrates 
Secondary to Antimalarial Therapy. Presented by Dr. 
DonaLtp M. Pititssury and Dr. Josera WITKOWSKI. 

Scleroderma. Presented by Captain JAMES H. Lockwoop 
(MC), U.S.N. 

Dermatomyositis with Sclerodermoid Changes. Presented 
by Dr. Carrot, F. Burcoon and (by invitation) Dr. 
James H. GRAHAM. 

Hydroa Estivale (Hydroa Vacciniforme). 
Dr. Henry H. PERLMAN. 

Polymorphous Light Eruption. Presented (by invitation) 
by Dr. FREDERICK Ursacu and Dr. James H. GRAHAM. 

Pretibial Myxedema. Presented by Dr. BENJAMIN GROSS. 

Sporotrichosis. Presented by Dr. ALBERT M. KLIGMAN. 

Histoplasmosis. Presented by Dr. HERBERT A. LUSCOMBE. 

Moniliasis, Hepatomegaly, Arthropathy. Presented by Dr. 
CARROLL F. Burcoon Jr. 

Lymphocytoma Cutis (Follicular Lymphoma?) Presented 
(by invitation) by Dr. FREDERICK Urpacn and Dr. 
James H. GRAHAM. 

A Case for Diagnosis. Presented by DR. 
HAMBRICK Jr. and Dr. HERMAN BEERMAN. 

A Case for Diagnosis. Presented by Dr. CARROLL F. 
BurGOON JR. 

Mycosis Fungoides? 
GOON. 


Presented by 


GEORGE W. 


Presented by Dr. CARROLL F. Bur- 


on the other hand, arthritis, a minor sign of 
Behcet’s syndrome, is a cardinal sign of Reiter’s 
syndrome. The ocular manifestation of Behcet's 
syndrome is recurrent uveitis with hypopyon, and 
not conjunctivitis, although conjunctivitis may be 
observed for a short while initially. Behcet's 
syndrome affects men and women alike, whereas 
Reiter’s syndrome is found almost exclusively in 
young men. Although recurrent lesions have been 
observed in Reiter’s syndrome, recurrence or con- 
tinuance is not the prominent feature which it is in 
Behcet’s syndrome. 
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Dr. Henry SILVER: Some 30 years ago, I also 
arrived at the conclusion that the term keratosis 
blennorrhagica should be dropped. At that time, 
an analysis of the recorded cases of keratosis 
blennorrhagica (70 in all, 12 in American litera- 
ture) led me to believe that gonorrhea alone is not 
responsible for the syndrome of keratoderma 
blennorrhagicum, and that other infections of the 
genitourinary tract, and certain cases of psoriasis 
arthropathica, simulate the picture clinically and 
histologically (Silver, H., and Rostenberg, A.: 
Arch. Dermat. & Syph. 16:741-753, 1927). I also 
pointed out that we were not dealing with a true 
keratosis, but an inflammatory process which begins 
with a vesicle or a vesicopustule, quickly dries, and 
later forms the heaped-up characteristic keratotic 
lesions. It is obvious that the term keratoderma is 
ill-chosen, and the adjective blennorrhagic is mis- 
leading of etiology. I suggested, at that time, a 
purely descriptive term; namely, dermatitis rupi- 
oides arthropathica. It is interesting to me that 
now, thirty years later, the argument of non- 
specifity of so-called keratosis blennorrhagica is 
again revived. The similarities of infectious origin 
and clinical manifestations of the two syndromes— 
Reiter’s disease and keratosis blennorrhagica—are 
stressed and bolstered by newer statistical data. 
Dr. Shatin is also forced to the conclusion that the 
term keratosis blennorrhagica should be dropped, 
and, based on present day knowledge, suggests that 
it should be included in an over-all title of 
Reiter’s syndrome, with qualifications of infectious 
source if known. 


Dr. Harry SHATIN: Reiter’s syndrome is not 
uniquely a disease of the male, although far com- 
moner than in the female. There have also been 
a few case reports of its occurrence in children. 
However, it is essentially a disease of the young 
male. 


Dr. Gross has brought up a very important 
question. The idea has been advanced by Harkness 
(Harkness, A. H., and Henderson-Begg, A.: Brit. 
J. Ven. Dis. 24:50-58, 1948), and others, that the 
syndrome following a gonococcal urethritis is not 
due to the gonococcus at all, but to an associated 
infection. This would explain the frequency with 


which one now sees residual urethral discharge 
after the gonococcal infection has apparently been 
eliminated with penicillin. I did not wish to bring 
up the subject in the course of this preliminary re- 
port, since it does not detract in any way from our 
viewpoint. Even though it eliminates the gonococ- 
cus, it substitutes a different, although at present 
unknown, infectious agent, and thus does not 
interfere at all with our terminology. In fact, it 
presents all the more reason why the term keratosis 
blennorrhagica, so closely associated with the 
gonococcus in our thinking, should be eliminated. 


Incidence of Syphilis. Presented by Dr. JuLes E. 
VANDOW. 


In order to answer the question, “Is syphilis in- 
creasing?” it is necessary to examine statistical 
data collected by health departments over a period 
of years. Such data from the New York City 
Department of Health, and their bearing on the 
question, are presented in the following tables. 

Cursory analysis of Table 1 would suggest that 
syphilis is still sharply decreasing. A closer look 
reveals that late and late latent syphilis (in the 
category of “other’) increased in 1950 and 1955, 
and fell again to the 1945 level in 1958. This 
would seem to confirm decrease in present-day 
incidence of syphilis. If it is recalled, however, 
that late latent cases represent case-finding failures 
of four or more years prior, and that the number 
of cases of late latent syphilis discoverable de- 
pends in large measure on the quality and vigor 
of health department activity, one cannot feel so 
sure. Intensive serologic surveys in areas of known 
high prevalence of venereal disease, and rigorous 
follow-up of positive serologic reports, could raise 
such figures sharply. In other words, the true 
trend of the disease cannot be determined accur- 
ately from total figures (i.e., a lumping of inci- 
dence and prevalence) unless data are gathered 
by perfect epidemiologic survey, which they are 
not. 

The trend of incidence (i.e, fresh cases appear- 
ing) can more easily be gauged. Table 2 and Table 
3 contain relevant data. What is quickly seen is a 
marked drop in the rate between 1950 and 1955, 
followed by a decided rise between 1955 and 1958, 


TABLE 1.—Cases of Syphilis Reported for the First Time in New York City, 
in 1945, 1950, 1955, and .1958 


ee 








Primary or Early Latent s 
Total Syphilis Secondary Syphilis Syphilis Congenital Syphilis Other 
PL a aaa PC, 
No. Rate No. Rate No. Rate No. Rate No. Rate 
1945 22,690 295.3 5,164 67.2 6,162 80.2 583 7.6 10,781 140.3 
1950 21,795 275.8 1,304 16.5 4,081 51.6 488 6.2 15,922 201.5 
1955 18,056 224.5 566 7.0 1,747 21.7 365 4.5 15,378 191.2 
1958 13,082 163.3 911 11.4 1,576 19.7 234 2.9 10,361 129.3 


eee 
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TABLE 2.—Primary and Secondary Syphilis: Reported Cases and Rates per 100,000, 
by Age Groups, in 1950, 1955, and 1958, New York City 














Total, All Ages 15-19 20-24 25-29 30-34 35 & Over 

No. Rate No. Rate No Rate No. Rate No. Rate No. Rate 
1950 1,304 16.5 116 25 320 53 264 40 170 27 301 8 
1955 566 7.0 56 12 124 24 114 19 100 18 147 4 
1958 911 11.4 83 18 210 43 200 34 181 31 208 5 


Extrapolation of preliminary 1959 data suggests 
that the rate is rising again to the 1950 level. 


Discussion 


Dr. Georce H. Kostant: I “enjoyed” Dr. 
Vandow’s informative report in a sad way. I am 
the sadder because I have to say that our experi- 
ences at the Skin and Cancer Unit and at Bellevue 
Hospital confirm his conclusion that the incidence 
of syphilis is going up. 

A related matter comes to mind, and that is the 
steep increase in infectious syphilis among male 
homosexuals. Without detracting anything from 
the menace of ordinary heterosexual promiscuity 
and contagion, it seems to me that never before 
was the role of male homosexual promiscuity and 
contagion so acute. The relatively simple problem 
of infectious disease is compounded by the socio- 
logic problem. 


Bowen’s Disease in Multiple Locations. Pre- 
sented by Dr. A. J. Orruss and Dr. N. Koz (by 
invitation). 

A 52-year-old white man was first presented in 
1950, with a scrotal lesion that was raised, infilt- 
rated, erythematous, oozing, poorly defined, and 
about 4X8 cm. The patient first noted the trouble 
in 1944, while in military service in Hawaii. 
Twenty x-ray treatments had been administered 
then without change in the condition. Biopsy, in 
1950, was interpreted by Dr. Charles Sims as 
Paget’s disease. Complete surgical excision of the 
scrotal lesion was then performed. There has been 
no local recurrence to date. 


One month ago, however, a lesion was noted on 
the chest, and three smaller ones on the dorsum of 


a hand. Excision biopsies from each site were read 
by Dr. Charles Sims as Bowen’s disease. 


Discussion 


Dr. FRANCES PASCHER: When this patient was 
first presented (Pascher, F.: A.M.A. Arch. 
Dermat. & Syph. 63:650, 1951) he had a lesion on 
the scrotum, and one on the ankle. There was no 
question as to the diagnosis of Bowen’s disease 
over the ankle, but there was no unanimity among 
the various dermopathologists as to the scrotal 
lesion. Diagnoses of extramammary Paget's 
disease and pagetoid Bowen’s disease were made 
on the biopsy specimen; serial sections of the total- 
ly excised lesion were interpreted as Bowen’s 
disease and erythroplasia of Queyrat (Pascher, F.: 
A.M.A. Arch. Dermat. & Syph. 66 :132-133, 1952). 
Because of the atypical histological features, the 
scrotal lesion was finally classified as an example 
of carcinoma in situ, in which Bowen-like changes 
predominated. A detailed report of the contro- 
versial points can be found in the transactions. 
(See references noted above). 


Diagnosis: Acrodermatitis Chronica Atrophi- 
cans, with Squamous Cell Carcinoma in 
Ulcers on Both Legs, and for Which One 
Leg Was Amputated. Metastases Now Pres- 
ent in Abdomen. Presented by Dr. CONRAD 
STRITZLER. 

A nurse, age 64, is presented, with a history of 
varicose veins and ulcers of the legs of many 
years’ duration. Over the past 12-15 years she 
has developed bluish, atrophic areas on the knees, 
legs, and thighs, which were diagnosed clinically 
and histologically as acrodermatitis chronica atrop- 


TABLE 3.—Reported Cases of Primary and Secondary Syphilis by Reporting Agency, 1955-1958 





Reporting Agency 1955 1956 1957 
Health Department 178 195 232 
Private Physician 243 263 295 
Non-Health Department 145 147 108 

Total 566 605 635 


Percentage Change 


ee 
—. 








1958 1956/1955 1957/1956 1958/1957 
386 +9.6 +19.0 +66.4 
352 +8.2 +12.2 +19.3 
173 +1.4 —26.5 +60.2 
911 +6.9 + 5.0 +43.5 
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hicans. Penicillin and chloroquin in long courses 
had no effect on this condition. About three years 
ago, she underwent vein surgery for varicose veins. 
Shortly thereafter, an ulcer of the left leg was 
excised, and a graft placed with eventual good 
take. A similar procedure was then done on the 
right leg, and here, too, there was a good take, 
but the biopsy showed squamous cell carcinoma. 
Eighteen months ago, the right leg was amputated 
below the knee. Four months ago, she was found 
to have a mass in the left groin. Biopsy showed 
metastatic squamous cell carcinoma. 


The following question is posed; was the origin- 


al carcinoma related to the long-standing ulcer, or 
to the acrodermatitis chronica atrophicans ? 


Discussion 


Dr. Jurrius H. Pottock: At the October meet- 
ing of the Society, I presented a case of acroderm- 
atitis chronica atrophicans in an elderly woman. 
The condition in this patient was complicated by 
prickle-cell epitheliomata on both legs. Surgical 
extirpation, and replacement by graft, resulted in 
an excellent cosmetic result, and no recurrence to 
date. My experience, then, is as happy as Dr. 
Stritzler’s is sad. The lessons I would draw from 
these experiences is that ulceration of the legs in 
conditions in which there is circulatory impairment 
should be viewed with great suspicion, that biopsy 
should be done early, especially if there is no 
tendency to heal after a reasonable trial of con- 
servative measures, and that surgical intervention 
and plastic repair be practiced instantly if neo- 
plastic changes are found. 


Diagnosis: Epidermolysis Bullosa, Dystrophic 
Type, with Stricture of Esophagus. Presented 
by Dr. Conrad Stritzler. 

A 25-year-old Negro man is presented, with a 
widespread bullous eruption of the mouth, face, 
neck, axillae, hands, feet, elbows, and knees. There 
is no family history of this condition. The con- 
dition began at 13 years of age, and has been 
continuous, with but slight remission. The bullae 
appear at the slightest trauma, and even without 
apparent provocation. They are clear to cloudy, 
vary in size from that of a fingernail to several 
centimeters in diameter, appear on a noninflam- 
matory base, and tend to heal with depigmentation. 
There is no itching. Over the elbows and knees, 
there are thickened and scaly areas, marking the 
site of healed bullae. The nails are practically 
destroyed, leaving scarred, tapering, atrophic, 
fingertips. Bullae are almost constantly present in 
the mouth, but break easily, leaving denuded areas 


on the surfaces of the tongue, palate, and buccal 
and labial mucosa. 


For the past year, the patient has had difficulty 
in swallowing, X-ray examination of the esopha- 
gus shows a stricture in its upper third. We be- 
lieve this is due to an extension of the bullous 
process, and consequent atresia from scarring. 


Discussion 


Dr. JoHN Gars: It is of interest that, in the 
syndrome of dyskeratosis congenita which is re- 
lated to epidermolysis bullosa, two out of ten pa- 
tients reported (Garb, J.: A.M.A. ARCH. DERMAT. 
77 :704-713, 1958; Costello, M. J., and Buncke, 
C. M.: A.M.A. Arcu. Dermat. 73:123-132, 1956) 
had esophageal diverticula. One explanation of the 
phenomenon is that esophageal narrowing, com- 
bined with pressure from within the lumen, causes 
pouching. 


Dr. Davin Bioom: I first saw this patient at 
the Skin and Cancer Clinic when he was 13 years 
of age. He presented then a generalized bullous 
eruption, involving the trunk, extremities, and face. 
The diagnosis then was a bullous toxicoderma, 
probably due to a drug which he had received for 
a severe cold. We could not ascertain the nature 
of the drug, but suspected a sulfonamide. Several 
years later, he was seen by me again, at Bellevue 
Hospital. At that time, the eruption involved only 
the distal parts of the extremities, and particularly 
the wrists, which had been traumatized by hand- 
cuffs (he was then a prisoner). The dermatosis 
was typical of epidermolysis bullosa dystrophica 
at that time. No family history of similar process 
could be obtained. In view of the original general- 
ized bullous eruption at 13 years of age, followed 
by the present epidermolytic process, I think that 
this case may very well belong in the group of 
cases of epidermolysis bullosa which are due to 
the effect of sulfa drugs, and which I reported at 
the International Congress of Dermatology in 1952 
(Bloom, D.: New York J. Med. 53 :1077-1081, 
1953). 


Case for Diagnosis: Lymphoma? Presented by Dr. Morris 
LEIDER. 


Guttate Scleroderma in a Child with Spina Bifida. Pre- 
sented by Dr. Ernst M. ROSENBAUM. 
Multiple Myeloma (Treated with Corticotropin). Pre-~ 


sented by Dr. CONRAD STRITZLER. 
Diagnosist Bullous Dermatosis (Dermatitis Herpetiformis ?), 
Presented by Dr. EARLE W. Braver. 
Diagnosis: Fibroepithelial Tumor. Presented by Dr. *Ar- 
FRED W. Kopr. 
Diagnosis: Nevus Verrucosus Unilateralis Treated with 
Podophyllin Ointment. Presented by Dr. Joun GARB. 
Diagnosis: Alopecia Mucinosa. Presented by Dr. ALFRED 
W. Kopr. ' 
Diagnosis: Pemphigus Erythematodes. 


Presented by -Dr. 
Epwarp H. MANDEL. 
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Zosteriform Lymphoblastoma? Presented by 


Dr. PAuL K. WEICHSELBAUM. 


The patient is an 1l-year-old boy born in Ger- 
many. About two months ago he noticed a “bumpy 
patch” on his left shoulder. When this patch be- 
gan to extend he showed it to his parents who took 
him to the family doctor. He was brought for 
dermatologic examination on March 10, 1959. 

At first glance the eruption resembled herpes 
zoster. It extended from the midline of the upper 
back over the left scapular area to the deltoid and 
posterior axillary fold. The border was irregular 
and firm infiltrating bands could be palpated along 
the edges. The lesion was indurated and the con- 
sistency was doughy in some areas. There was a 
bluish cast to the eruption with erythematous and 
edematous zones superimposed in grouped fashion. 

No glands could be palpated. The blood count 
showed 8,300 white cells, with 50% polymorphonu- 
clears, 47% lymphocytes, 3% eosinophils. The blood 
cells were normal in appearance. 

Microscopic section reveals a heavy infiltrate 
throughout the corium consisting of cells that ap- 
pear to be pyknotic and degenerative. The in- 
filtrate is located in bands and strands and runs 
between the collagen bundles. The histopathologic 
alteration in the section is consistent with lympho- 
blastoma. 


Mycosis Fungoides? Presented by Dr. FreD- 
ERICK A. SZYMANSKI and (by invitation) DR. 
Martin L. GEcCHT. 


This 25-year-old man has noted eruptions in- 
volving parts of both upper extremities, the but- 
tocks, anterior abdominal wall, scrotum, and penis 
for approximately eight years. Prior to this time 
he noted an inability to tan during exposure to the 
sun in the involved areas of the upper extremities. 
The eruption first began on the medial surfaces 
of both upper extremities just below the axilla. 
He later noted involvement of the trunk area which 
has gradually become more extensixe. Erythema, 
induration, minimal edema, and scaling have been 
persistent throughout the entire course of the 
disease. The patient has noted only occasional 
pruritus or burning. His medical history is es- 
sentially negative except for the usual childhood 
diseases and scarlet fever. He developed nephritis 
following scarlet fever. Examinations at this time 
reveal no abnormality of the urine or kidney func- 
tion. 


Submitted for publication Sept. 28, 1959. 
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Physical examination revealed a blood pressure 
of 144/80, no abnormalities of the ear, nose, or 
throat, and the chest was clear. The heart was 
normal. Neither lymph nodes nor an enlarged spleen 
were demonstrable. Oral and topical steroids have 
been administered to no avail in changing the 
nature or degree of this eruption. A chest x-ray 
was within normal limits. 

Laboratory examination: peripheral blood count : 
red cells were 4,450,000, white cells 14,250, plate- 
lets normal; reticulocytes 0.9%, polymorphonuclears 
56%, bands 6%, lymphocytes 20%, monocytes 
7%, and eosinophils 1%. A second blood count 
revealed 8% eosinophilia. 

Sternal marrow aspiration biopsy revealed hyper- 
cellularity, normal megakaraocytes; the nucleated 
RBC:WEC ratio was approximately 2:5 and in 
some areas 1:1. Erythropoiesis was normoblastic 
and granulopoiesis was intact except for a moderate 
degree of eosinophilia. Plasma cells were moder- 
ately increased. The most significant finding was 
the presence of large numbers of reticuloendothelial 
cells including monocytes and blast forms. 

Hematologic interpretation of the above findings 
is as follows: The leukocytosis and abnormalities 
of the marrow are incompatible with a nonspecific 
skin eruption. Therefore, it must be assumed that 
we are dealing with a generalized reticuloendo- 
thelial disease with prominent skin manifestations 
which is compatible with the clinical diagnosis of 
mycosis fungoides. If any lymphadenopathy ap- 
pears, it would be well to perform a biopsy in the 
event that the clinical picture now present is, in 
reality, a prodrome of Hodgkins’ disease. 

Histologic examination: Microscopic examina- 
tion of a section stained with hematoxylin and 
eosin revealed parakeratosis and a moderate degree 
of acanthosis. The most striking histopathologic 
alterations occur in the upper corium and consist 
of a heavy infiltrate that is band-like across the 
entire section. However, similar infiltrates are 
seen about the vessels, hair follicles, and sweat 
glands. The infiltrate is multiform in character, 
consisting of numerous histiocytes, lymphocytes, 
and eosinophils. At widespread points the infiltrate 
also invades the epidermis. 


Mycosis Fungoides with Bullous Lesions. Pre- 
sented by Dr. SAMUEL M. Biuerars, Dr. PAUL 
LAZAR, and (by invitation) Dr. Frank DUNLAP 
and Dr. R. Lewis. 

The patient, a 28-year-old white male tool-and- 
die worker, was in good health until December, 
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1956, when he noted the onset of a bullous erup- 
tion of the feet with associated edema. This was 
followed in a few days by a similar eruption of the 
hands. He was seen by his family physician, and 
the condition cleared in three weeks on antifungal 
therapy. 

In June, 1957, he was admitted to the Edgewater 
Hospital with an abscess of the left axilla. Shortly 
after discharge, the bullous eruption reappeared on 
the feet and he was referred to a dermatologist. 
He was admitted to the hospital and studies were 
done including lymph node biopsy. Although the 
studies were not confirmatory, the skin biopsy was 
reported as compatible with lymphoblastoma. He 
received x-ray and steroids on an outpatient basis 
with some improvement. During this episode 
pruritus was a prominent part of the picture. Since 
this time he has had a generalized dermatitis of 
varying severity. Early in 1958, he again had an 
abscess of the left axilla. He was able to work 
until August, 1958, when the bullous eruption of 
the hands and feet recurred. This had been present 
to a varying degree since. He was admitted to 
VA Research Hospital on Sept. 10, 1958. 

Laboratory data: Urinalysis was normal, white 
blood cells from 7,700 to 16,200 with normal 
differentials, sedimentation rates from 24 to 45 
mm. per hour, chest x-ray normal, KOH and 
culture for fungi were negative. Consultation with 
the Hematology Service reported with an opinion 
that no primary hematologic disorder was present. 
Biopsies were reported as follows: 

Skin: There is diffuse lymphocytic infiltration of 
subepithelial zone. The lesion is nonspecified derma- 
titis strongly suggestive of malignant lymphoma. 

Lymph node: There are several portions of 
moderately enlarged lymph nodes which reveal 
diffuse hyperplasia of stroma with areas of fibrosis, 
and leukocytes are present. There are no Reed- 
Sternberg cells. Lesion is predominantly one of 
chronic lymphadenitis but Hodgkin’s paragranuloma 
cannot be ruled out. 

Skin from foot: Moderately acanthotic epidermis 
and intraepidermal vesiculation. There is a leuko- 
cytic infiltration histologically consistent with 
subacute dermatitis. PAS stain is negative for 
mycotic organisms. 

These findings are compatible 
fungoides. Slides are presented. 


with mycosis 


Discussion on Preceding Three Cases 


Dr. Marcus R. Caro: It is difficult to make a 
diagnosis on Dr. Weichselbaum’s case. There is 
no question about this being a zosteriform lesion 
but the nature of the lesion is not clear. In the 
section there are quite a few cells and some of 
them are arranged in linear bands. Even though 
the picture is not yet specific for lymphoma, it may 
eventually turn out to be that. If a marrow smear 


has not been done it should be made and examined. 
Even though it is possible to have skin lesions 
precede the changes in the blood and marrow in 
cases of lymphoma, sooner or later those changes 
will appear. 

As far as the other cases are concerned, I 
agree with the diagnosis of mycosis fungoides in 
Dr. Bluefarb’s case. Whether the lesions on the 
feet are also mycosis fungoides, I cannot say with- 
out examining a section. 

As for Dr. Szymanski’s case, there again | think 
it is a lymphoma. I cannot specifically call it 
mycosis fungoides as yet, for the histologic 
features ordinarily seen in mycosis fungoides are 
not there. With the lesion having lasted for eight 
years, however, I think that the case will eventuate 
as a lymphoma. 

Dr. Marion B. SULZBERGER, New York: Despite 
the fact that I have not seen Dr. Bluefarb’s case, 
Dr. Caro’s remarks about bullous lesions on the 
feet interest me. I have seen one case of mycosis 
fungoides with bullous lesions on the feet and both 
here and in other sites there were plaques that be- 
came infiltrated. The sections showed typical 
mycosis fungoides. While the infiltrated lesions 
responded to radiation therapy, the bullous one on 
the feet did not. 

Dr. SAMUEL J. ZAKoN: Dr. Szymanski’s case 
presents lesions in the axillae and groin, and they 
are clinically compatible with the diagnosis of 
poikiloderma atrophicans vasculare. One of the 
gentlemen asked the patient whether he had re- 
ceived a lot of radiation treatment. Some years ago 
Dr. Edward L. Oliver published a case of poikilo- 
derma atrophicans vasculare of 10 or 12 years’ 
duration that eventuated as mycosis fungoides. 

Dr. RicHarp M. Ottver: I was asked to say a 
few words about Dr. Bluefarb’s case because my 
father and I saw this patient in July, 1957, at which 
time his eruption was similar to what it is now. A 
tentative diagnosis of Hodgkin’s disease was made. 
Two biopsies were negative, but a third biopsy was 
compatible with lymphoblastoma. Clinically, the 
man did quite well on fractional x-ray therapy and 
steroids. I thought the steroid therapy did more 
than the x-ray. When I saw him last in November, 
1957, he was practically clear. 


Regarding the case presented by Drs. Szymanski 
and Gecht, Dr. Ormsby presented a middle-aged 
woman ‘several times before this Society with a 
similar but more extensive picture. It was presented 
as poikiloderma atrophicans vasculare and it, too, 
eventuated in lymphoblastoma. I could not make a 
diagnosis of mycosis fungoides in the patient 
presented today. 

Dr. Ray Lewis (by invitation): We were 
particularly interested in the bullous lesions in this 
patient. In reviewing the literature we found eight 
cases reported as far back as 1926. Garvin and 


161/283 


Wise reported three of these in 1943 and 1944 in 
the ARCHIVES, and he reported the bullae occurred 
anywhere on the body. 

Dr. SAMUEL M. Biuerars: Bullous and vesicular 
lesions are extremely rare in mycosis fungoides. 
When bullous lesions do occur it is because of in- 
terference with circulation of lymph. The same 
mechanism can occur in Kaposi’s sarcoma. Mycosis 
fungoides and Kaposi’s sarcoma are ordinarily 
“dry” lesions. When there is interference of cir- 
culation of lymph, the appearance of secondary 
“wet” lesions occur. 


Basal-Cell Nevus. Presented by Dr. RicHarp M. 
OLIVER, with credit to Dr. Marcus Caro and 
Dr. FREDERICK J. SZYMANSKI. 


The patient, a 27-year-old white man, was seen 
first on Jan. 15, 1959, the presenting complaint 
being a stubborn fissure lateral to each corner of 
the mouth. The presenter noticed a number of 
small tumors on the face and particularly a 
peculiar circular scarred area between the eye- 
brows. This was checked microscopically; a diag- 
nosis of basal-cell carcinoma was made, and x-ray 
therapy was started. Subsequently the patient 
mentioned the numerous lesions on the back which 
had been present as long as he could remember. 
Sections made from one of the papular lesions and 
one of the macular lesions are presented. After 
examining the sections and seeing the patient, Dr. 
Szymanski suggested the possibility of basal-cell 
nevus, so Dr. Caro was asked to see the patient. 
He thought that the appearance of the lesions and 
the history of surgical removal of a mandibular 
cyst was adequate for classification of the derma- 
tosis as basal-cell nevus, and x-ray examination of 
the jaws and chest were made. The films are 
presented, with a report on abnormalities of the 
ribs and spine. The circled areas on the dental films 
are probably cysts, This will be checked further and 
a microscopic examination will be done to establish 
whether the suspected cysts are ameloblastomas. 

The patient is not aware of similar abnormalities 
in other members of his family, but his father did 
have one solitary lesion treated by x-ray. 


Discussion 


Dr. J. B. Howe t, Dallas, Texas: The skin is 
only one of several systems that may be involved. 
Associated abnormalities of development that are 
esee} with frequency are multiple dental follicular 
cysts of the mandible or maxilla, bifurcation of 
one or more ribs, epithelial cysts, and milium-like 
bodies of the face. Feeblemindedness has been 
observed in relatively few of the patients that I 
have seen or read about with this disorder. 

Perhaps the most important feature of this 
syndrome is the development of multiple skin can- 
cers secondary to or associated with the basal-cell 
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nevi of the eyelids and center of the face. This 
man has congenital absence of vision of the left 
eye. I think everyone will appreciate the serious- 
ness of the situation if multiple skin cancers de- 
velop on the lid of the right eye. That is exactly 
what is taking place. Irradiation is very helpful 
in many patients with cutaneous cancer but it 
should not be used in patients with multiple skin 
cancers associated with basal-cell nevi, primarily 
because of the scores of lesions that would require 
such treatment. All basal-cell nevi of the eyelids 
should be conservatively removed or destroyed to 
prevent the development of basal-cell cancer. Fur- 
ther observation of the eyelids for the appearance 
of new lesions is advised. 


Dr. Marcus R. Caro: I have been interested in 
the pathology of mouth lesions and have examined 
many sections from tumors that originate from 
epithelial rests in the jaw. Some of these are 
cystic; some are solid, while some are lattice-like 
in histopathologic sections. Most of the basal-cell 
nevi are seen in patients who also have dental 
cysts. I am trying to get biopsy material of the 
jaw lesions in these patients to see whether the 
jaw lesions are ameloblastomas. There may be a 
relationship between basal-cell nevi on the skin 
and ameloblastomas of the jaw in these patients 
and this relationship may point to a similarity be- 
tween ameloblastomas with basal-cell epitheliomas. 


Dr. CLARK W. FINNERUD: Back in the 20’s at 
Cook County Hospital I had a Negro man, 56 
years old, with a marble-size globular lesion of the 
right ala. He was presented with the sections. At 
that time it created quite a bit of discussion, be- 
cause the English School had stressed the fact that 
basal-cell carcinomas were sometimes of nevoid 
origin. This had been present since his birth but 
in the last year or two had grown in size and when 
I saw him it was the size of a thumbnail. We re- 
moved it electrosurgically. I am convinced that 
that solitary lesion was a basal-cell carcinoma of 
nevoid origin. 


Dr. BERNARD YAFFE: I have observed and treated 
a patient with multiple and extensive basal-cell 
nevi for over a 10-year period. Repeated biopsies 
were reported as epitheliomata and x-ray steriliza- 
tion was abandoned as the areas of radiodermatitis 
approached each other. Use of the electrocautery 
and a sharp dermal curet was employed, and su- 
perior cosmetic results were obtained. 


Dr. RicHarp M. OLtver: I am identified with 
this case because I saw the patient first. He came 
in to see me about the inconsequential lesions at the 
corners of the mouth. I called his attention to the 
other lesions and suggested a biopsy. I really did 
not identify the condition until Dr. Szymanski sug- 
gested that we might be dealing with a nevoid 
basal-cell tumor, and then Dr. Caro confirmed this. 
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Dr. Caro: I should not want the impression 
left that all sections from lesions of this type have 
to have the appearance that Dr. Szymanski de- 
scribed. I have examined many lesions from the 
patient who is under my care and have found 
them to contain cell formations that are solid, 
strand-like, or lattice-work. They resemble a basal- 
cell epithelioma and from a histopathological point 
of view the pathologist must call them basal-cell 
cancer. I have shown many of these to general 
pathologists and they invariably come back labeled 
basal-cell carcinoma. It is only when you couple 
the clinical features of the case with the pathologi- 
cal report that you can regard them as basal-cell 
nevi. 

They are radioresistant and you should not use 
x-rays or radium for their removal. It is better to 
clip the lesions off with the scissors and to treat 
the base with the electrocautery. That applies not 
only to lesions on the trunk but especially to those 
on the eyelids. I do not think that the lesions 
become malignant for a long time and, if they do 
not become invasive, this treatment is all that is 
necessary. 


Adenoma Sebaceum in a Family. Presented by 
Dr. STEFAN BIELINSKI, and (by invitation) DR. 
Betsy B. BRENNAN and Dr. JAcK M. Fox. 


The youngest of the two siblings is five and 
one-half years old. She was first seen in our hos- 
pital clinic in October, 1958, with the complaint of 
frequent seizures since May, 1958. The child was 
a normal full-term baby. Her developmental his- 
tory was not unusual. 

During the first year of life she began to develop 
flesh-colored papules on the face. Other than that 
she has been in good health until May, 1958. 

The positive findings on physical examination 
were limited to the skin. On the nose and cheeks 
are erythematous and flesh-colored papules. Also, 
there are scattered, macular, erythematous, and 
reddish-tan lesions. Some appear to be superficial 
hemangiomas. 

Laboratory results show a normal urinalysis and 
normal complete blood count. X-rays of the 
chest and skull were normal. At age four and 
one-half, carpal bone age was shown to be ap- 
proximately that of a three-and-one-half-year-old 
child. EEG in November, 1958, was reported as 
slow wave and spike seizure focus right frontal area 
with slow spreading to the right temporal—anterior 
temporal areas. Background mildly slow for age. 

The patient is being followed by the Depart- 
ment of Neurology. They feel a vascular intra- 
cranial lesion cannot be completely ruled out. Her 
seizures are controlled with phenobarbital and 
dilantin. 

The other sibling is nine and one-half years old 
(she was ill and not present at the meeting). She 
also has similar lesions on her face since one year 


of age. This girl also has numerous 3 to 4 mm. 
yellow to flesh-colored lesions on the lower back. 
She has no other physical abnormalities. Her de- 
velopmental history is normal. She has not had 
any convulsions. 

The microscopic section of one of the lesions on 
the lower back is presented. The epidermis is 
normal. The collagen in the deepest portion of the 
section is thicker and appears homogenous. The 
changes are suggestive of scleroderma or a con- 
nective tissue nevus. 

There is a strong familial history of similar 
lesions. A chart is presented to show this familial 
trend (see Table). 


Discussion 


Dr. MINNIE O. PERLSTEIN: How often is ade- 
noma sebaceum familial? Here is a beautiful child 
with no other apparent symptom of the usual triad 
of mental and tuberous sclerosis. The Pringle type 
of adenoma sebaceum may occur alone but is us- 
ually not familial. There may be an adenoma 
diathesis in the family. However, an electroenceph- 
alogram is indicated. I have seen many of these 
patients in the pediatric neurological practice of 
my husband. I cannot recall familial adenoma 
sebaceum. I would be interested in knowing how 
often it occurs. 

Dr. Marion B. SULZBERGER, New York (by 
invitation): I have not personally tried to trace 
the familial origin of adenoma sebaceum but all 
the textbooks say they are familial. 

Dr. Marcus R. Caro: I agree that adenoma 
sebaceum is not really an adenoma _ sebaceum 
histopathologically. However, for many genera- 
tions the disease has been known by that name and 
the use of that designation at once brings to mind 
the features of the disease. Before you tamper 
with names | think you should be sure you are 
not actually confusing the issue, and when you say 
hamartomas I am sure that everyone would be con- 
fused. In a paper read not long ago about mycosis 
fungoides it was reiterated that the disease should 
be called granuloma fungoides. When the essayist 
finished reading his paper, a lot of questions were 
asked and, for the five minutes of his closing dis- 
cussion, he invariably referred to the disease as 
mycosis fungoides. 


Reticulohistiocytoma. Presented by Dr. ADOLPH 
ROSTENBERG, Dr. FREDERICK J. SZYMANSKI, and 


(by invitation) Dr. Betsy B. BRENNAN and Dr. 
JacK M. Fox. 


This 40-year old Negro married woman was ap- 
parently well until June, 1957, when she developed 
nontender nodules in the skin around her elbows, 
knees, hands, and scapular area. These nodules dis- 
appeared about nine months later but returned 
after a few months along with swelling and tend- 
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erness of the joints of the knees, elbows, and 
fingers. She also had edema of the eyelids at this 
time. Since then, skin lesions have developed in the 
mouth, and on the scalp and trunk. During the 
past year this patient had lost about 45 pounds 
(130 to 85) but has noticed loss of appetite only in 
the past few months. The skin lesions are asympto- 
matic, and the patient feels fairly well except for 
stiffness and limitation of motion of her joints. 

Past history: In 1957, she had a hysterectomy 
for fibroids. In 1957, a positive Kahn test (3+) 
was noticed and treatment was given by a local 
doctor, consisting of 16 injections of 600,000 units 
procaine penicillin. Biopsy of nodular skin lesions 
at this time was performed and a diagnosis of 
xanthoma tuberosum was made. 

Family history: There is no family history of 
skin disease or arthritis. 

Physical examination: Pulse 90 and regular, 
blood pressure 170/90, respirations 18. The hair is 
normal. The scalp has several small firm reddish 
papules in the frontal area. There is more diffuse 
papular thickening with accentuated skin markings 
at the nape of the neck. 

The skin of the neck, shoulders, upper chest, and 
back shows slight thickening and increase in skin 
markings and is soft and velvety to palpation. 
There are numerous deep firm nodules in the skin 

eof „the extensor surfaces of the forearms and 
around the elbows and knees. These nodules are 
nontender, freely movable, and are about 1 to 2 
cm. in diameter. The palms show several tiny, 
firm, yellow-red papules. The nails appear normal 
but there are small, firm, translucent, yellowish 
papules at the proximal nail folds. The soles are 
slightly dry and scaly and have slight mottled 
hyperpigmentation. On the left upper abdomen is 
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THIS INFORMATION WAS OBTAINED FROM THE 
PATIENT'S MOTHER. WE HAVE NOT SEEN ALL 
OF THE AFFECTED FAMILY MEMBERS. 


a sharply outlined plaque of closely set reddish- 
brown papules, firm to palpation. The plaque is 
4X6 cm. in size. The back shows soft, poorly 
defined, lipoma-like masses over each scapula. Over 
the lower back are scattered, firm, reddish-brown 
papules. In the area of the sacracoccygeal joint is 
a raised firm hyperpigmented mass 3 cm. in di- 
ameter, 

There are several small translucent papules on 
the sclerae. The patient has a mixed type of deaf- 
ness, more marked on the right. On the lower 
gums are several small raised pink lesions. Each 
side of the buccal mucous membrane shows soft, 
vascular nodules, 1 to 2 cm. in diameter. There are 
numerous small translucent yellowish papules under 
the tongue. 

Lungs are clear. Heart: Apex in sixth inter- 
clavicular space at the anterior axillary line. There 
is a grade II systolic murmur heard best along the 
left sternal border. There are occasional prema- 
ture systoles. 

Abdomen is negative except for the liver which 
was palpated 6 cm. below the right costal margin. 
Pelvic and rectal examinations negative. 

There is some muscular weakness of the ex- 
tremities. The knees and elbows are enlarged and 
there is limited extension of the joints. The fingers 
appear flabby, with some ulnar deviation and limi- 
tation of flexion. 

Reflexes: Deep tendon reflexes are absent in 
ankle and decreased in knees, No pathologic re- 
flexes. Deep pain sensation intact. 

Laboratory data: Blood: Hemoglobin 11 to 13 
gm.; white cells and differential normal ; sedimenta- 
tion rate 36 mm. Blood chemistry: N.P.N. normal ; 
glucose, cholesterol, total protein, A/G ratio, and 
alkaline phosphatase normal. B.S.P. 5.9. Kahn re- 
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action negative. Wassermann (cholesterol antigen) 
negative; Kolmer (antigen) 4+. 

Electrocardiogram: Borderline tracing, because 
of biphasic T waves seen in leads Vz-V«. 


Bone marrow showed nonspecific changes. Serum 
electrophoresis: albumin 39%, a1 4%, as 9%, 
B 13%, y 35%. Lactic dehydrogenase normal 
(this is abnormal in neoplastic disease). Serum 
transaminase normal. 


X-rays: Skull normal; shoulder girdle showed 
marked destructive change with erosin at the 
distal tip of the right clavicle. There is a soft 
tissue nodule overlying the right acromioclavicular 
joint. Elbow joints appear normal except for 
prominent soft tissue structures. 


Forearm, wrists, and hands: Marked punched- 
out areas of bone destruction involving the articu- 
lar and marginal surfaces of the radii and ulnae and 
carpal bones. Similar lesions are seen in the bases 
and heads of the metacarpals and phalanges. The 
most marked destructive changes are seen in the 
distal interphalangeal joints bilaterally with com- 
plete destruction of the articular surfaces. 


Bony pelvis shows destruction of the articulating 
contours of both femoral heads as well as scalloped 
destruction of the greater trochanters bilaterally. 
The inferior pubic rami and ischii also show a 
scalloped appearance. There are two large oval 
osteolytic areas in the innominate bones. Sharply 
scalloped appearances are seen in the tips of the 
transverse processes of L-4 and L-5. Tibiae, fibu- 
lae, and ankle joints normal, Feet: well-marked 
areas of bone destruction along the articular mar- 
gins of the tarsal, metatarsal, and phalangeal 
structures similar to the changes seen in the hands. 


Histopathology: Microscopic examination of 
slides stained with hematoxylin and eosin revealed 
a normal epidermis. The corium just beneath the 
epidermis is slightly edematous. Throughout the 
major part of the corium there is a dense infiltrate 
which replaces much of the collagen. This infiltrate 
consists of pale-staining, foamy, pinkish giant 
histiocytes. Some of the cells are multinucleated. 
Lymphocytes are seen about the vessels but they 
are few in number. 


Discussion 


Dr. Rospert Gotz, Minneapolis: I was glad for 
the opportunity to see another fine example of this 
disease. This is, after all, a rare disease. Patients 
with a few lesions are much more numerous, but 
the disseminated variety which we called reticulo- 
histiocytosis is rare. Papules usually appear along 
the digits and on the forearms. Lesions on the 
upper arms are quite unique, as far as I know, and 
lesioris on the sclerae and in the mouth have not 
been previously reported. The oral lesions in this 


patient, particularly those on the gingiva, should be 
biopsied. 

Usually the prognosis is considered to be bad in 
such cases as this, but if patients do not die from 
something else and live long enough, the disease 
seems to burn itself out. Harold Johnson’s case 
is an example of that. He has photographs taken 
in 1940 showing an emaciated cachectic female, 
while in 1957, the photographs show the patient to 
be fat and healthy, though confined to a wheelchair 
because of bony changes. Our two surviving pa- 
tients have also improved markedly since the time 
of our report. Despite their great weight loss, it 
appears that patients do not die as a result of 
reticulohistiocytosis. 

Dr. Marcus R. Caro: I should like to say that 
in these patients the prognosis is not always hope- 
less. One patient whom Dr. Senear and I described 
in our paper eventually got well and all of his 
lesions disappeared spontaneously. In our patient 
there were lesions on the nasal mucous membrane. 
The patient being presented today showed a lesion 
on the ear and these were present also in our case. 
I examined Harold Johnson’s patient in Honolulu. 
Her fingers telescoped to nearly complete disap- 
pearance and her fingernails seemed to grow from 
her hands. She was short, fat, helpless, and happy. 

I agree with the clinical and histopathological 
diagnosis of reticulohistiocytoma in this patient. 

Dr. ALLAN L. Lortncz: Dr. Caro’s comment 
about the possible presence histologically of lipid 
in the lesions brings to mind the case of 
xanthosiderohistiocytosis or xanthoma dissemina- 
tum presented here last year from the University 
of Chicago Clinics. The histologic picture in that 
case was rather similar to that seen here today, in 
that cytologically normal-appearing histiocytes with 
an avidity for lipid showed proliferation. The case 
presented last year continued to progress until a 
fatal outcome. Extensive lesions were present 
throughout the body even in bones where several 
pathologic fractures resulted. I wonder whether 
the disorders featuring proliferation of histologi- 
cally benign histiocytes, namely, the very common 
simple histiocytomas, the rare reticulohistiocytomas, 
and the very rare cases of xanthoma disseminatum 
might not represent progressively more severe vari- 
ants of basically the same entity. 

Dr. A. H. Stepyan: I do not doubt the diag- 
nosis as’ presented, but before we close I would like 
to say that I have seen such a picture during the 
war while stationed on Saipan. Leprosy is quite an 
imitator, and there were many who showed loss of 
bony structure of the fingers and heels looking 
much like the pattern shown here today. 

Dr. Marron B. SULZBERGER, New York (by in- 
vitation) : Like Dr. Slepyan I thought of leprosy. 
I examined the nerves and the patient has a cord- 
like structure of the retroauricular nerve. I asked 
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where she came from. She had not been in the 


Gulf states. 


Dr. Davin B. Kerstinc, Milwaukee: In my 
opinion, the chronic inflammatory and epithelioid 
cell infiltrates seen in the slide do not strongly 
suggest reticulohistiocytoma as described by Zak 
and by Purvis and Helwig. I would rather concur 
with suggestions that specific infection, even lepra, 
be considered and studies for acid-fast bacilli be 
performed. 


Case for Diagnosis: Scleroderma? Presented 
by Dr. ADOLPH RosTENBERG JR., Dr. FREDERICK 
J. SzyMANSKI and (by invitation) Dr. MARTIN 
L. GECHT. 

The mother of this 24-year-old patient states 
that when she was three and one-half years of age 
she noticed a small, firm area about the size of a 
silver dollar on the lateral surface of the right 
thigh. The involved area gradually became larger 
to involve extensive portions of the thigh or leg 
and smaller areas of the right breast and abdomen. 
At no time have there been any symptoms associ- 
ated with these changes, except for “tightness” in 
the involved areas, nor has there been any variation 
in skin color. During 1946, she was seen at this 
hospital and at another institution devoted to the 
study of crippled children. No biopsy was done 
according to the available records. The past medi- 
cal history at that time included the usual childhood 
disease, “kidney disease,” and “gait disturbances.” 
All laboratory findings were within normal limits. 
At that time she presented an indurated skin over- 
lying the anterior and lateral aspects of the right 
thigh, similar patches on the abdomen and right 
breast. The right leg was three-quarters of an 
inch shorter than the left. 

The patient now presents indurated areas over 
the right thigh, right leg, and a patch on the ab- 
domen. The involved area of the right thigh is 
sharply demarcated, but the patch on the right 
upper abdominal wall has diffuse and indefinite 
borders. The patient states that this condition has 
been gradually progressive, with the newest patch 
on the abdomen developing two and one-half to 
three years ago. The overlying skin appears to be 
normal with a slight diminution in the amount of 
wrinkling and pliability. There is some dimpling 
of the overlying skin on stretching of the thigh 
muscle. The tensor fascia lata stands out like a 
tight band, yet it is not contracted. There is no 
evidence of tendon shortening but rather an ad- 
hesive tendency to underlying structures. We were 
informed that during electromyographic evaluation 
the unipolar needle did not encounter the resistance 
usually felt in dermatomyositis or scleroderma. 
The Departments of Orthopedics and Physical 
Medicine felt she did not have a muscular dystro- 
phy, and could not detect any other muscle disease. 
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At this institution in 1946, and at another institu- 
tion, the diagnosis of scleroderma and/or sclero- 
dermatomyositis was proposed. 

Laboratory data: X-ray of pelvis and femora 
showed no essential abnormalities. No soft tissue 
calcifications were seen. 

Urinalysis, complete blood count, and E.S.R. all 
within normal limits. 

Histological examination: Microscopic examina- 
tion of a section stained with hematoxylin and 
eosin revealed a normal epidermis and a very 
thick dermis. The collagen bundles in the upper 
portion of the dermis seemed normal, but the 
collagen bundles deep in the corium were quite 
thick, less cellular than usual, and not as deeply 
stained as ordinarily seen. However, there is no 
homogenization or sclerosis characteristic of sclero- 
derma. The changes of the deep collagen are 
suggestive, but not diagnostic, of scleroderma. The 
muscle shows mild variation in the caliber of its 
fibers, but no significant pathological changes. 


Lichen Sclerosis et Atrophicus. Presented by 

Dr. STEPHEN ROTHMAN. 

This 59-year-old white widow presented to the 
Dermatology Out-Patient Clinic of the University 
of Chicago on March 6, 1959, with a year-long 
history of vulvar burning and itching and slightly 
pruritic, multiple, pale, round, flat lesions on the 
inferior aspects of the breasts for several months. 
The vulvar region had been sufficiently pruritic 
at times to interfere with sleep while the mammary 
lesions were only slightly pruritic, having gone 
unnoticed by the patient until one or two months 
previously. The vulvar symptoms had responded 
only temporarily to steroid and antibiotic ointments 
and hot application prescribed by an outside phy- 
sician. 

Physical findings: Hypopigmented, ‘“dead-white,” 
atrophic rounded macules, averaging 0.5 cm., with 
thin hyperpigmented halos appearing in groups on 
inferior aspects of both breasts, in a band about 
waist, and on extensor aspects of both forearms. 
Vulvar skin is atrophic, erythematous, and some- 
what edematous, the process extending posteriorly 
to perineum and perianal area. 

Microscopic: Biopsy from right loin: The epi- 
dermis is atrophic but hyperkeratotic and delled 
and plugged in sweat duct orifices. The upper 
corium is edematous and almost homogenous. Be- 
neath this zone there is a collection of lymphocytes. 


Marfan’s Syndrome, Raynaud’s Phenomenon, 
Acrosclerosis. Presented by Dr. SAMUEL M. 
BLuEFARB, Dr. SILAS WALLK and (by invita- 
tion) Dr. I. GIGLI. 

The patient, a 43-year-old white woman, was 
born with dislocated lenses and subsequently has 
been diagnosed as having Marfan’s syndrome. She 
had a sister with a full-blown Marfan's syndrome 
who died at a young age. 


SCLERAL TRANSLUCENCY 


In 1950, the patient developed Raynaud’s phenom- 
enon, and a diagnosis of scleroderma was made 
at Cook County Hospital in 1951 following a skin 
biopsy. 

For the past six months she has been having 
atypical angina pectoris which may, in fact, actual- 
ly be Tietze’s syndrome and not coronary artery 
disease. 

Physical examination reveals a middle-aged 
white woman with sparse red hair, some limitation 
of facial expression but with normal facial skin on 
examination. Right iridectomy scar with absent 
right lens, and a dislocated left lens. Slight 
cardiomegaly, with no murmurs, and normal heart 
sounds; lungs are clear. The fourth left costo- 
chondral junction is prominent and very tender; 
pressure over this area reproduces her chest pain. 
Atrophic skin over fingers. There is limitation of 
flexion of the thumbs and fingers. 

Laboratory examinations: Normal blood count, 
urinalysis and blood chemistry; negative serology ; 
negative L.E. preparation. Chest x-ray was 
essentially negative. Electrocardiogram showed non- 
specific ST-T wave changes. X-ray of the ex- 
tremities showed osteoporosis. Biopsy is presented. 


Discussion on Preceding Two Cases 


Dr. Cart W. LayMon, Minneapolis: I have 
seen a few patients who presented lesions of lichen 
sclerosis et atrophicus as well as morphea. If 
these disorders are not identical, they are at least 
closely related. I think that it should be mentioned 
that many unnecessary vulvectomies have been 
performed in patients with lichen sclerosis et 
atrophicus because of the fear of eventual epi- 
theliomatous change. The latter is extremely rare. 

Dr. ZACHARY FELSHER: | was interested in the 
Marfan’s syndrome with acrosclerosis-like changes 
because the basic pathology of Marfan’s syndrome 
is not known as far as I know at the present 
time. These patients have many physical findings. 
Some of them have dilatation of the aorta and 
they occasionally get a rupture of the aorta, loose- 
ness of the joints, changes in bones, pigeon breast, 
and other changes in the fingers. Some of the 
things, like changes in the aorta, point to the 
elastic tissue as the primary site of the pathology. 
Some of the other things, such as changes in the 
bone, do not coincide with this conception. I was 
very much interested in the presence of these 
scleroderma-like changes in the same patient which 
would possibly point to some changes in collagen 
or in the ground substance together with changes 
in the elastic tissue. 

Dr. Minnie O. PERLSTEIN: Does anyone know 
what caused the shortening of the leg in Dr. 
Szymanski’s case? 

Dr. Marton B. SULZBERGER, New York (by in- 
vitation) : I do not know the answer to the ques- 


tion as to what caused the shortening of the leg 
in the first case. But I think in these cases in 
which one has lesions of scleroderma arranged 
in some sort of a pattern, like a band running 
across the abdomen or down the thigh and leg, 
one has to go into the question of osseous changes 
impinging on a nerve. The more I have looked 
into this the more I have found not only the very 
common spina bifida occulta but osseous changes 
in the ilium, in the vertebrae, and so forth. I 
believe that skeletal changes of this kind should 
be looked for again in this case with the combi- 
nation of sclerodermatous changes and shortening 
of the leg. 

Dr. SAMUEL M. BLueFARB: Marfan’s original 
description was of a musculoskeletal disorder of 
unknown etiology producing symmetrical elonga- 
tion of the extremities with fibrous contractions 
of the fingers and toes. Subsequently, others have 
described associated congenital lesions of the ocu- 
lar, cardiovascular, renal, and pulmonary systems. 

In view of the evidence that this is an inherited 
condition, the present concept suggests that there 
must be defective formation of connective tissue 
during embryogenesis, which produces the ultimate 
developmental abnormalities. An interesting con- 
dition, lathyrism, can be produced in young rats 
by feeding them diets containing the extract of 
sweet pea seeds. These lesions so closely simulate 
those of the Marfan syndrome that, in human 
beings, the inherited fault might also be a basic 
biochemical defect of the connective tissue. 


Dr. STEPHEN ROTHMAN: Linear scleroderma 
is a true entity. In segmentary distribution there 
is wasting of skin and all underlying tissues. 
There is good evidence that it is based on tropho- 
neurotic disturbance (See Rubin, L.: Linear 
Scleroderma, Arch. Dermat. & Syph. 58:1, 1948). 
It is regrettable that linear scleroderma is not 
dealt with as a separate entity in such an other- 
wise excellent text of Pillsbury, Shelley, and 
Kligman. 

Concerning the discussion on my case, I am 
surprised to hear that some discussors saw cases 
of lichen sclerosus et atrophicus to end up in 
morphea. These are two separate, clinically and 
histologically very different entities. I have hoped 
to get therapeutic suggestions. 


Dr. SULZBERGER: I can give Dr. Rothman a 
therapeutic suggestion for his case, but it is some- 
thing I myself have never tried. I was in Rich- 
mond three weeks ago and Dr. Murrill Jr. Said 
he had treated several cases of lichen sclerosis 
et atrophicus and some cases of balanitis obliterans 
with chloroquin by mouth with good results. 


Dr. RorHMAN: I have heard of the suggestion 
to use chloroquin in lichen sclerosis et atrophicus. 
I have had some initial success in one case but 
the improvement did not last long. 
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Dr. Marcus R. Caro: As to Dr. Rothman’s 
request for therapeutic suggestions, I have used 
solidified carbon dioxide (Dry Ice) on lesions of 
lichen sclerosus et atrophicus with very good re- 
sults. However, I should not recommend that this 
be used on the vulva. 


Polyarteritis Nodosa, Presented by Dr. RICHARD 

M. OLIVER. 

The patient, a 40-year-old white man, was first 
seen on Feb. 13, 1959, at which time he had a 
macular dermatitis with a livedo reticularis pat- 
tern on the legs, thighs, and buttocks. The erup- 
tion has been advancing slowly upward for about 
two years and was accompanied by general malaise 
of a definite but not disabling degree and by low 
back pain. New lesions had been accompanied by 
slight pain and tenderness and there were some 
areas visibly redder and palpably more tender and 
infiltrated at the time of the first examination. 
A piece of tissue was removed from one of these 
areas for microscopic examination but failed to 
show any visible abnormality. A second biopsy 
revealed vasculitis, and the slide is presented. 

In view of the systemic symptoms and because 
a history suggesting duodenal ulcer made it neces- 
sary to confirm whether steroid therapy was con- 
traindicated, the patient was hospitalized for study 
by his internist. A summary of the laboratory 
findings is presented. The report on the sedimen- 
tation rate was confirmed. During the hospital 
stay a deeper biopsy was performed. The report 
and a section are presented. 

Laboratory findings: Blood: Hemoglobin was 
13.3 gm., hematocrit 42%, white cells 8,550 with 
67% segmented forms, 2% eosinophils, 2% baso- 
phils, 23% lymphocytes, 6% monocytes. 

Blood chemistry: BUN was 12.9, fasting blood 
sugar 82, cholesterol 214, protein 7.09, albumin 
4.25, globulin 2.84; alkaline phosphatase 6.13, phos- 
phorus 3.55, cephalin flocculation negative in 24 
and 48 hours, prothrombin 81.7%, BSP 3.7, chlo- 
rides 104, calcium 9.2, sodium 139, potassium 5.56. 
X-rays of chest, upper gastrointestinal tract, gall- 
bladder, colon, and spine were normal; intravenous 
pyelogram negative; electrocardiogram normal. 
Basal metabolic rate was —11.6% and —8.0%. 

Diagnosis: Pathologic diagnosis, acute and 
chronic panarteritis. Biopsy was taken from skin 
and subcutaneous tissue right thigh and buttock. 


Discussion 


Dr. Ropert KIERLAND, Rochester, Minn.: This 
patient represents extremely well an entity which 
we: have been inclined to call nodose periarteritis. 
These patients seem to follow a different course 
than those with visceral polyarteritis. In this indi- 
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vidual there is a pattern of livedo reticularis. 
Livedo should be considered a symptom and not 
a diagnosis which may be associated with me- 
chanical, vasospastic, and inflammatory conditions. 

Dr. Cart W. Laymon, Minneapolis: I agree 
with everything that Dr. Kierland has said. Dur- 
ing the past several years there have been several 
reports in the French literature of an identical 
disorder which was termed nodular dermal allergid. 

Dr. Henry E. MICHELSON, Minneapolis: The 
pathology as shown in the microscopic slide was 
largely in the cutaneous fat. I think some patients 
with similar lesions have been diagnosed as some 
form of panniculitis. I think the subject of pannic- 
ulitis is receiving much more attention in the 
European literature than it has in the past. I be- 
lieve we may look upon panniculitis somewhat the 
same as we do erythema nodosum. It may be the 
presenting symptom of some other underlying 
disease. Maybe we might look for panniculitis as 
a precursor of periarteritis nodosum. 

Dr. SAMUEL J. ZAKoN: In the early 1940's 
when the use of sulfanilamides was very promi- 
nent the incidence of polyarteritis nodosa was 
great. We had at that time three or four cases 
in our hospital, all of them following intensive 
use of one of the sulfanilamides. When we stopped 
using sulfanilamides the incidence of polyarteritis 
nodosa decreased. I would like to ask the presenter 
whether the patient was on sulfanilamides. 

Dr. FrepertckK D. MALKINSON: It seems to me 
there is little basis for a clinical diagnosis of 
polyarteritis nodosa in this patient, at least with 
the implication of systemic disease. The classical 
pathologic features of this disease, such as medial 
necrosis and inflammatory cell infiltration of the 
blood vessel walls with a predominence of eosino- 
phils, aneurysmal dilatation, and so forth, are 
absent. There is no fever or other clinical features 
strongly suggestive of systemic involvement, nor 
are there typical laboratory changes such as leuko- 
cytosis. 

With the changes present on biopsy I would 
rather place this patient in the category of allergic 
vasculitis, although panniculitis, as Dr. Michelson 
mentioned, is a good possibility here. 

Dr. RicHarp M. Otiver: I think this man has 
more than a dermatological condition. He has not 
felt well for a long time; he has low back pain, 
and his sedimentation rate is elevated. 

Regarding Dr. Zakon’s suggestion, a diagnosis 
of granuloma annulare was made by another doc- 
tor who gave the patient some x-ray therapy, but 
no internal therapy, 

For Dr. Kierland’s information, the sedimenta- 


tion rate was 42. Other laboratory findings were 
essentially negative. 





SOCIETY TRANSACTIONS 


Belt-Line Depigmentation. Presented by DR. 
THEODORE CoRNBLEET, Dr. BERNARD YAFFE, and 
(by invitation) Dr. CHESTER L. KROLL. 


The patient is a 3l-year-old Negro man. One 
year ago, while taking a bath he noticed that his 
skin around the middle of his abdomen was lighter 
in color. Within a few months it had turned white. 
No symptoms, such as itching, were present. The 
patient at that time wore a jockey type of under- 
wear with the rubber elastic. He has since changed 
to the boxer type. 

There is an irregular band of depigmentation 
extending around the flanks and posterior aspect 
of the abdomen at belt level. A biopsy specimen 
is presented. 


Discussion 


Dr. SAMUEL W. BECKER JR.: The discrete linear 
configuration of the depigmentation. makes it likely 
that this lesion is due to monobenzyl ether of hy- 
droquinone (MBH) contained in the elastic of 
his underwear. The patient states that no erythema 
preceded the depigmentation. From the work of 
Dr. Spencer we can recognize two types of MBH 
reactions. The first type results in depigmentation 
with or without erythema, and the patient has a 
negative patch test reaction to MBH. This reac- 
tion is produced by the chemical itself and will 
repigment spontaneously. The second type of re- 
action occurs when the patient becomes allergic 
to MBH. There is acute erythema followed by 
depigmentation at the local area and often de- 
pigmentation at distant sites. This depigmentation 
may be permanent. The patient develops a positive 
reaction to MBH patch test. This patient prob- 
ably has the first type of reaction. 


Dr. Marion B. SULZBERGER, New York (by 
invitation): I would like to ask Dr. Spencer and 
Dr. Becker if they have not seen positive patch 
tests to monobenzyl ether of hydroquinone without 
the development of depigmentation at the sites? 
The late Dr. Charles Rein and I did patch tests 
on many patients and all sorts of reactions de- 
veloped. We had some positive eczematous re- 
actions without either partial or permanent 
depigmentation. We did not see any obligatory 
relation between eczematous allergy and depig- 
mentation. 


A second point: I am sure you are acquainted 
with the work done in South America on vitiligi- 
nous lesions in patients who used monobenzyl ether 
of hydroquinone in the usual concentration for 
bleaching. In the usual concentration they got more 
or less permanent depigmentation. As has been 
reported by Dr. Orlando Canizares and by others, 
some of the users of this preparation got more 
or less permanent and complete depigmentation 
not only at the sites of direct application but in 
many distant as well as nearby areas. All of 


these patients happened to be Spanish Americans. 

Dr. BecKer: The exact mechanism of MBH 
reactions is not known. Some patients apply MBH 
and develop erythema. This is not followed by 
marked depigmentation and the patients do not 
give a positive reaction to a patch test. This 
erythema may be simple chemical irritation. 

Dr. Spencer applied MBH until depigmentation 
developed. Patch tests at this time were negative. 
After 11 months some patients gave a positive 
patch test reaction. Those whose patch tests were 
negative tended to repigment while those with 
positive patch tests are still depigmented. 


Histologic study of an acute MBH allergic re- 
action gives a clue to the physiologic changes. 
This reaction results in a large amount of melanin 
lying outside the cells. It is possible that the 
patients become allergic to this melanin and that 
distant depigmentation represents a Vogt-Koyanagi 
type of reaction. 


Alopecia Areata (Hypophysiary?). Presented 
by Dr. THEODORE COoRNBLEET, Dr. BERNARD 
YAFFE, and (by invitation) Dr. I. GIGLI. 


The patient, a 10-year-old Negro girl, has had 
alopecia areata intermittently for the past year. 
On many occasions the involved areas would grow 
new hair while an adjacent area of scalp would 
lose it. Gradually during the past year she has 
developed alopecia totalis. Her eyebrows are nor- 
mal but axillary and pubic hair are absent as 
she has not yet entered adrenarche. 

Laboratory findings: Blood: hemoglobin 11 
gm. (80%), white cells 4,000, with 42% neutro- 
phils, 2% eosinophils, and 56% lymphocytes. Sickle 
cell preparation positive (2). Basal metabolic rate 
—10. Thorn test negative. 


Discussion 


Dr. STEPHEN ROTHMAN: We x-rayed the skulls 
of 30 children with alopecia areata. The sella 
turcica was normal in all cases. This is the first 
case I have seen in which an abnormally small 
sella turcica was reported. Scandinavian authors 
reported on therapeutic results in alopecia areata 
after “pituitary implantation.” 

Herpes Zoster Ophthalmicus with Ophthalmoplegia. Pre- 


sented by Dr. STEPHEN RotHMaAN and (by invitation) 
Dr. KENNETH HALPRIN. 


Dissecting Cellulitis of the Scalp. Presented (by invita- 
tion) by Dr. Rocer W. PrEarson and Dr. CHARLES R. 
BOARDMAN. . 


Argyria. Presented by Dr. ADOLPH ROSTENBERG JR., Dr. 
PauL R. GRIFFITH, Dr. Stpney Barsky, and (by invita- 
tion) Dr. RoLAND S. MEDANSKY. 


Case for Diagnosis: Papular Mucinous Delayed Nevus. 
Presented by Dr. CrarK W. FINNERUD and Dr. 
FREDERICK J. SZYMANSKI. 


Epidermodysplasia Verruciformis. Presented by Dr. PAUL 
K. WEICHSELBAUM and (by invitation) Dr. Betsy B. 
BRENNAN. 
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Pityriasis Rubra Pilaris. Presented by Dr. Matcotm C. 


SPENCER, Danville, Ill. 

Sarcoidosis. Presented by Dr. Davin M. Conen and Dr. 
Aaron L. GOLDBERG. 

Systemic Lupus Erythematosus and Sarcoidosis. Presented 
by Dr. THEODORE CorNBLEET and Dr. BERNARD YAFFE, 
and (by invitation) Dr. J. Latont. 

Sarcoidosis. Presented by Dr. Stpney Barsky and (by 
invitation) Dr. R. BERNSTEIN. 

Mixed Hemangioma Complicated by Granuloma Pyogenicum. 
Presented by Dr. ALBERT H. SLepyan and (by invita- 
tion) Dr. Jack M. Fox. 

Erythema AB Igne. Presented by Dr. ALFRED B. FALK, 
Dr. STEFAN BIELINSKI, and (by invitation) Dr. RICHARD 
BERNSTEIN. 


DETROIT DERMATOLOGICAL SOCIETY 


George B. Sexton, M.D., President 
Alice E. Palmer, M.D., Secretary 
Robert E. Burns, M.D., Recorder 


Grand Rapids, Mich., April 8, 1959 


Kinky Woolly Hair in Two Siblings. Presented 
by Dr. Donar BorrsMA, Grand Rapids. 


Two children, brother and sister, aged 3 and 
4 years old, respectively, had dark, smooth, ap- 
parently normal hair at birth. At approximately 9 
months of age, the hair gradually changed into 
soft, bushy, woolly blonde hair, which grew at a 
normal rate. General physical examination has 
proved normal in all other respects. The mother 
and father have normal hair. There is no history 
of miscegenation. 
Biopsy: skin of scalp: “atrophy or congenital 
absence of sebaceous glands.” 


Discussion 


Dr. HERMANN Pinkus, Monroe: The boy’s hair 
was trimmed so short it was difficult to be sure 
about its The girl’s hair seemed to 
resemble sheep’s wool rather than Negroid hair. 
The so-called kink of Negroid hair is due to the 
hair follicle being curved in the skin. The hair 
hardens in this preformed mold, and emerges as 
a spiraling thread. The hair follicles in sections 
from the scalp of these children are quite «straight, 
although one hair shaft seemed to be wavy as 
it ewas cut in two places. The girl’s hair was 
standing straight out from her head, and showed 
a “crimp” such as that of the wool fiber of 
merino sheep. It was reported, at the recent Hair 
Conference of the N.Y. Academy of Sciences, that 
this crimp is due to inherent asymmetry of the 
fiber, which changes its direction periodically. It 


character. 


Submitted for publication July 6, 1959. 
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Squamous-Cell Carcinoma of Mouth. Presented by Dr. 
ALFRED B. Fark, Dr. Steran BIeELINSKI, and (by in- 
vitation) Dr. CHESTER L. KRroLL. 

Amelanetic Melanoma. Presented by Dr. SıpNEY BARSKY 
and (by invitation) Dr. I. Gıcıı. 

Squamous-Cell Careinoma. Presented by Dr. ALFRED B. 
Fak, Dr. STeran BIELINSKI, and (by invitation) Dr, 
CHESTER L. KROLL. 

Presented by Dr. Sipnry Barsky and 

(by invitation) Dr. J. LATONI. 


Secondary Lues. 


Pustular Eruption on the Feet. Presented by Dr. Davip 
V. Omens, and (by invitation) Dr. Harotp D. OMENS 
and Dr. RICHARD BERNSTEIN. 


Erythrasma with Acanthosis Nigrigans (?). Presented by 
Dr. Davip V. OmeENs, and (by invitation) Dr. HAROLD 
D. Omens and Dr. Ricuarp BERNSTEIN. 


would be interesting to submit hair of these chil- 
dren to an expert on wool. 


Lentigines, Benign. Presented by Dr. RUTH 
Herrick, Grand Rapids. 


A seven-year-old white boy had a large number 
of dark spots distributed over the right side of 
the neck and right shoulder. The lesions had 
gradually increased in number, and in depth of pig- 
mentation, during the summer of 1958, although 
a group formed behind the right ear early in 1959. 


Examination reveals a healthy lad with many 
typical freckles in the usual distribution. In addi- 
tion, groups of deep brown stellate macules are 
richly distributed to the right of the midline of the 
upper back, the neck, and right ear. An occasional 
lesion is found on his left cheek and forearm. 

Biopsies from two areas: “benign lentigo.” 


Discussion 


Dr. Ropert E. Burns, Detroit: While a few 
of these lentigines are scattered over the body, 
they are largely clustered on the side of the neck 
and the shoulder in a manner suggesting a neural 
distribution. Perhaps we should call this a nevus 
unius lateris of a lentigo type. 


The real problem is how to help this patient. 
One must either leave the lesions alone and deal 
with whatever changes may occur, or perform 
some procedure which would safely rid the child 
of them, and which would give a better cosmetic 
result. 


I have had no experience in planing lentigines, 
and since it is probably the only surgical procedure 
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which could possibly fill such criteria, I would 
appreciate the comments of others on this subject. 
It would seem to me that the dermal influence 
would have to be removed to be successful, and 
planing could scarcely be expected to do that. 

Dr. Daviy KAHN, Lansing: Several years ago 
we used dermabrasion on a male patient, aged 25, 
with profuse large lesions of lentigo of the face 
and neck. The initial results were good, but he 
moved away, and could not be contacted for further 
observation. 

Dr. RICHARD FERRARA, Detroit: I had a lady 
with two lesions, one on the right cheek, and the 
other on the left side of the nose. The one on 
the left side of the nose I desiccated lightly, and 
I planed the right cheek. The cheek area had a 
beautiful result, but that on the nose recurred, so 
I planed it and obtained a good result. 


Dr. JAMES Stuppert, Muskegon: These lesions 
may appear, enlarge, or increase in intensity of 
pigment after a severe sunburn. Certainly this 
occasion wasn’t associated with a severe sunburn, 
but avoidance of excessive sun exposure would 
be advisable. If such a patient were in an older 
age group, I think it would be wise to question 
about other symptoms. I have a boy now who has 
Addison’s disease, but the first clinical evidence 
of it was a fairly sudden increase in the number 
of nevi. His is the third such case I have en- 
countered in the past five years. 


Dr. RICHARD HARRELL, Ann Arbor: I have 
used dermabrasion on three children with lentigines. 
The immediate results were excellent, for about 
six months, during which time the lesions re- 
mained eradicated. However, in all three, there 
was a gradual reforming of pigment, beginning 
initially about the hair follicles, and then gradually 
spreading back to almost the initial size. I have 
stopped doing this procedure for lentigo. 


Dr. ARTHUR Curtis, Ann Arbor: I was glad 
to have Dr. Harrell mention his experience in 
abrading these lesions. The patient had both 
freckles and lentigines, the latter on the right 
shoulder and neck, with a midline demarcation. 
Pigmented lesions may be freckles, lentigines, 
junction nevi, compound nevi, or juvenile nevi. 
When trying to remove them by dermabrasion, 
no one can see how deep they go, or what the 
result may be later, or even ten years from today. 
The best thing to do is to leave them alone until 
after puberty to allow time for differentation. A 
lentigo in a child today may become compound 
nevus ten years from now. 


Dr. James R. Roatn, Detroit: I have discussed 
this problem with several dermatologists in New 
York City who have had the experience of plan- 
ing freckles. They tend to agree with Dr. Harrell, 
and have found that, in almost every case, the 
pigmentation does ultimately recur. 


Lupus Erythematosus or Lymphocytic Infiltra- 
tion of the Skin. Presented by Dr. RUTH 
Herrick, Grand Rapids. 


In 1952, a 35-year-old man had a diagnosis of 
lupus erythematosus, made from the presence of 
slightly erythematous plaques on the nose, malar 
prominences, left temple, and postauricular areas. 


The eruption fluctuated in intensity, with or 
without treatment. Sodium  para-aminobenzoate, 
chloroquine, atabrine, and plaquenil have all been 
effective in clearing the lesions temporarily. 


Biopsy, March, 1959: “The sections show a pic- 
ture very similar to lupus erythematosus. How- 
ever, though the infiltrate comes pretty close to the 
epidermis in some places, I see no basal-cell lique- 
faction. There is no follicular plugging, and the 
sebaceous glands are not as atrophic as one would 
expect with so much perifollicular infiltrate. On 
the other hand, the infiltrate is mostly perivascular 
and does not form the solid masses usually seen in 
lymphocytoma. Some years ago I would have called 
this lupus erythematosus of the deep type. Today, 
I believe the best diagnosis is Jessner’s lympho- 
cytic infiltration which mimics L.E. so much but 
which lacks the characteristic epithelial changes 
associated with L.E.” (Dr. Hermann Pinkus) 


Discussion 


Dr. WILLIAM TAYLOR, Ann Arbor: I am very 
much interested in this case, because I have been 
following six or seven patients, who have what 
I believe to be Jessner’s lymphocytic infiltration, 
for the past three years. From my experience with 
it, and from what I have read about it, I would 
say that the commonest characteristic of this con- 
dition would be that it appears most often on the 
face as erythematous plaques or nodules, some- 
times with a semblance of central clearing. There 
is no particular follicular plugging, nor involve- 
ment of the follicle itself. The lesions may come 
and go spontaneously from time to time, without 
regard to season, exacerbations being as common 
in winter as in summer, like granuloma annulare. 
They may show an interesting response to being 
biopsied, in that the most characteristic lesion 
chosen for this purpose may seem to have prac- 
tically disappeared a week later, when the stitches 
are removed. Most cases respond to antimalarial 
therapy, °at least temporarily, and some of my 
patients have been in remission for over a year 
with less than one month of antimalarials. 


Microscopically, many of these cases look very 
much like lupus erythematosus, without the epi- 
dermal component. That is, the perifollicular and 
perivascular infiltration are similar, but the epi- 
dermal atrophy and follicular plugging are absent. 
The cellular infiltrate, which is predominantly 
lymphocytic, may be very heavy or rather scant. 
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When it is abundant, there may be a lymphoid- 
follicle-like arrangement, with a cluster of histio- 
cytes surrounded by a mantle of lymphocytes. 
Some specimens look so much like lymphoblas- 
toma cutis that this was the diagnosis favored by 
the pathologist. I think that if you are not familiar 
with this condition clinically, such a pathology 
report would be very misleading and disturbing to 
you and to the patient. 
Incontinentia Pigmenti. 
Boersma, Grand Rapids. 
Kaposi’s Hemorrhagic Sarcoma. Presented by Dr. Korn- 
ELIUS Van Goor, Grand Rapids. 
Ichthyosis Congenita Tardiva. Presented by Dr. WILLIAM 
T. Kruse, Grand Rapids. 
Nevoxanthoma-Endothelioma. Presented by Dr. KORNELIUS 


Van Goor. 
Granuloma Faciale. Presented by Dr. Donatp BOERSMA. 
Granuloma Annulare. Presented by Dr. Davin Kaun, 


Lansing. 


Presented by Dr. DONALD 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Floralou Kettenbach, M.D., President 
Jerome K. Fisher, M.D., Secretary 


Bakersfield, Calif., March 15, 1959 


Bullous Erythema Multiforme. Presented by 

Davıp R. Tavor, M.D. (by invitation). 

The patient, a 2-year-old white boy, developed 
a sore throat in August, 1958, which was treated 
with an injection of penicillin, and a course of 
sulfa tablets. Two days later, a pruritic vesico- 
bullous eruption appeared on all four extremities, 
with a few lesions on the trunk. Eruption spread, 
and patient referred in for evaluation. 

A diagnosis of bullous erythema multiforme or 
toxic eruption of internal origin was rendered, 
and this was confirmed by biopsy. The process 
was controlled by hydrocortisone oral suspension ; 
however, when the patient received less than 40 
mg. a day, the process would, and continues to 
flare. Tetracycline by mouth and erythromycin 
were given, as well as soothing local therapy. On 
November 25th, 400,000 units of Neutrapen was 
administered, and the process flared after this 
measure. Patient was hospitalized at Stanford 
Lane Hospital in December, where extensive lab- 
oratory studies failed to throw any further light 
on the problem. The youngster was given more 
Neutrapen, and his ‘steroids were discontinued 
without any amelioration or worsening of his con- 
dition. 

While hospitalized, it was considered that his 
bullous eruption was dermatitis herpetiformis. 
Promacetin was given, without any great change, 
so five days later sulfapyridine was given, and the 
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Subepithelial Granuloma (Etiology?). Presented by DR. 
Witiiam T. Kruse. 

Acrodermatitis Chronica Atrophicus. Presented by Dr. 
Witiiam T. Kruse. 

Cutaneous Tuberculosis. Presented by Dr. KORNELIUS VAN 
Goor. 

Majocchi’s Purpura Annularis Telangiectodes. Presented 
by Dr. Donatp BOERSMA. 

Parapsoriasis en Plaques. Presented by Dr. Witiiam T. 
KRUSE. 

Leukemids. Presented by Dr. Donatp BorErsma and Dr. 
KorNELIUS VAN Goor. 

Mycosis Fungoides. Presented by Dr. WILLIAM T. KRUSE 
and Dr. Ruru Herrick, Grand Rapids. 

Mycosis Fungoides. Presented by Dr. Donatp BOERSMA 
and Dr. KorNnELIUS VAN GOOR. 

Lichen Sclerosus et Atrophicus. Presented by Dr. DONALD 
BorersMA and Dr. KorneLitus VAN Goor. 

Herpes Gestationes. Presented by Dr. Eucenr A. Hann, 
Saginaw. 


process demonstrated new bullae. The sulfapyri- 
dine was discontinued after three more days, when 
leukopenia developed. Other measures used in the 
hospital consisted of chloramphenicol, erythromy- 
cin, and Diodoquin orally. Mycostatin was used 
because of monilial reaction. Patient was dis- 
charged 20% improved, according to estimate; 
since then his condition flared, and oral steroids 
were again resorted to for control. A trial again 
of Promacetin was attempted, and a half-tablet in 
two hours produced a severe bullous flare. 


Physical examination reveals a vigorous, well- 
developed white boy, demonstrating a vesicobullous 
generalized eruption. The lesions arise both from 
inflammatory and noninflammatory bases, and, 
when last attempted, a negative Nikelsky sign was 
not evident. The mouth is clear, but the perianal 
area has been involved. No ocular involvement 
present. 

Biopsy—Erythema multiforme. 


Discussion 


Lours H. Winer, M.D.: On microscopic exami- 
nation of the section, one sees that the blister_ is 
subepidermal. There is a cellular infiltrate of 
predominantly polymorphonuclear leukocytes invad- 
ing the blister. The floor of the blister consists 
of connective tissue, and is reticulated. The roof 
of the blister consists of a thin band of connective 
tissue, and the overlying epidermis. The infiltrate 
is limited to the upper cutis. There is a mild 
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perivascular infiltrate. The endothelium is swollen, 
and the nuclei hang into the lumens of the small 
capillaries. 

Wiitt1aAM B. Reep, M.D.: This two-year-old 
child has a bullous drug eruption, from overmedi- 
cation of sulfa drugs in particular. The original 
reaction started with a sulfa drug, and sulfa 
drugs have been used for treatment, with further 
reactions. Other medications have been used which 
are also sensitizing. A complete physical examina- 
tion should be pursued—in particular, a search for 
a focus of infection, with Streptococcus in mind. 
A stool examination for ova and parasites, along 
with a complete white blood count, should be per- 
formed. The sooner this child is off medications 
the better he will be. A dosage of 40 mg. of 
cortisone a day is excessive, and dangerous over 
a long period of time. Perhaps conservative ther- 
apy with elixir of Benadryl, oatmeal baths, and 
wet dressings will accomplish better results. 

A. FLETCHER HALL, M. D.: I wonder if it is 
possible that this child could be sensitive to penicil- 
lin, and that he’s getting penicillin in his milk— 
at least it might be worth while to eliminate that 
possibility while the child is under observation. 


Gorpon MacDonatp, M.D.: I would like to 
compliment Doctor Taylor for presenting this un- 
der the heading of “Erythema Multiforme Bullous” 
rather than as a “Bullous Drug Eruption.” This 
apparently began as a drug eruption, but is con- 
tinuing as a chronic bullous erythema multiforme. 
I believe that this is a special kind of a drug erup- 
tion that differs from ordinary drug eruptions in 
two respects. Unlike ordinary drug eruptions, 
which terminate as soon as the drug is discontinued, 
this type tends to become chronic. This type is also 
characterized by a type of bullae in which one large 
primary blister is surrounded within a few days by 
a rosette of smaller secondary blisters. Such reac- 
tions tend to persist for many months, even though 
all drugs except steroids are discontinued. When 
the dosage of steroids is reduced below the high 
level that seems to be required, then the blisters 
recur in great numbers. The basic problem be- 
comes one of discontinuing the steroids, and I do 
not know the answer to that. 


Davin R. Taytor, M.D.: Cultures have been 
done of both the throat and the stool, and the 
examinations for ovum and parasites have been 
repeated on innumerable occasions. As far as milk 
was concerned, that was one of the first things 
we considered, and the child was given a milk- 
free diet without any benefit. I agree with Doctor 
MacDonald that we are dealing with a hypersensi- 
tive state, which, in this particular instance, I think 
-was triggered off by the ingestion of sulfa tablets. 
During the hospitalization, various complications, 
ranging from a staph-resistant infection down to 
moniliasis (a candidiasis), were experienced, and 


consequently these drugs were resorted to. I think 
that this case has been triggered-off, though, by 
certain drugs along the way—certainly Neutrapen, 
which, I am told, is a penicillin enzyme which is 
a protein and is capable, as we know now, of 
allergenic reactions. The sulfonamides, I think, 
that were used at the University Hospital only 
further proved that the case was due to the 
sulfonamide ingestion. I do not think this is der- 
matitis herpetiformis. 


Lupus Erythematosus. Presented by THOMAS 
B. MAXxweELL, M.D. (by invitation). 


This patient, age three and a half, has had a 
bright-red scaling dermatitis of the face since age 
two (November 1957). This began shortly after 
a severe sunburn, and except for slight peripheral 
extension on the face, and the appearance of simi- 
lar lesions on the arms in April, 1958, there has 
been little change. 

Considerable hematologic testing has been done. 
A relatively low white blood count has been the 
only abnormal finding. Originally 6,900, it has 
been as low as 3,700, and at last count was 5,000. 
Many lupus erythematosus cell preparations have 
been negative; urinalysis, on several occasions, 
was normal. 


She has been given Chloroquin, Triquin, and 
Camoquin on separate occasions without the slight- 
est improvement. The only treatment at present 
is the use of a sun-screen cream. 


Discussion 


A. FLETCHER Hatt, M.D.: I think, since the 
popularity of the anti-malarials, we sometimes for- 
get the stand-bys of years ago that gave good 
results at times. I would suggest crude liver ex- 
tract, intramuscularly, in this case. It may be only 
supportive treatment, and not anywhere near a 
specific, but I am sure that I have seen very 
definite improvement of lupus erythematosus, espe- 
cially of the florid discoid type, following the use 
of crude liver extract; I think that bismuth also 
might be tried before resorting to steroids. 


Davin R. Taytor, M.D.: Have you ever used 
gold on a youngster? 


A. FLETCHER HALL, M.D.: No, I never have. 
I really prize gold highly—intravenously, that is, in 
the form of gold sodium thiosulfate. I have not 
run into any trouble using that preparation, al- 
though I have seen plenty of trouble from other 
gold preparations. 

Murray C. ZIMMERMAN, M.D.: At least one 
report in the literature suggests giving B-12 in 
large dosage to the florid erythematous type of 
lupus. It didn’t help the scarring atrophic type 
of lupus at all. This might be worth trying. 
Also, I have seen several little girls like this 
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Figure 1. 


sensitive variant of 
At least two of 
doses 


apparently having a light 
atopic eczema imitating lupus. 
them have stayed clear on 
of sulfadiazine. This is something you could easily 
try. 

Davip R. Tayor, M.D.: 
lesion on the soft palate. 

THeEopORE M. Comen, M.D.: I would like to 
second Doctor Hall’s recommendations on the use 
of liver and bismuth. I have, at present, a young 
man with a very extensive discoid lupus ery- 
thematosus of the face that has not responded to 
Aralen or Triquin, but is now coming under con- 
trol with bismuth and liver. 


maintenance 


She also has an oral 


Widespread Epidermal Nevus (Incontinentia 
Pigmenti-like). Presented by Norman E. 
Levan, M.D. 

History: The patient is a 7-year-old boy of 
Mexican parentage, with dark areas which first 
appeared on the neck at six months of age, rap- 
idly becoming widespread. The mother states that 
at no time were blisters seen, and she feels that 
the condition has continued to become more pro- 
nounced. The general health has been unimpaired. 
The mental status seems normal. 

No other member of the family, including the 
six siblings, are known to exhibit similar lesions. 
However, a younger brother has two cafe-au-lait 
lesions. 

Examination: There is widespread involvement 
of the trunk, including the axillae, arms, neck, 
and chin, by hyperpigmented lesions in plaques and 
irregular streaks. These lesions range from es- 
semtially macular to hyperkeratotic. 

Histologic specimen is available. 


Discussion 


Victor Hackney, M.D. (Slide): In this sec- 
tion of skin, we see that most of the changes pres- 
ent are within the epidermis. There are areas of 
acanthosis, with adjacent areas of slight to mod- 
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Figure 2. 


erate thinning of all layers of the epidermis, The 
most marked change, of course, is the marked 
hyperkeratosis, with areas of basket-weaving. The 
granular cell layer itself is not markedly thick- 
ened, although the layer or two that is present is 
very evident. The changes are minimal within the 
underlying dermis. There is some vascular dilata- 
tion and round-cell infiltration, but this is not 
marked. Little in the way of melanin pigmentation 
is present within the underlying histiocytes. 

Davip R. TAytor, M.D.: The last time we met 
in Bakersfield—I guess it was in 1955—I presented 
an example of incontinentia pigmenti, and Nelson 
Paul Anderson, at that time, said that we could 
favorably prognosticate as far as the cutaneous 
associated ecto- 


component concerned; but 


dermal defects, which, apparently, are nonexistent 


Was 


in this youngster, are the things that are lasting. 
They do not disappear. It is interesting to report 
that the youngster I presented four years ago is 
losing her incontinentia pigmenti. 

THEODORE M. Comen, M.D.: In this case, there 
is no history of ever having bullae or vesicles, 
but the patient does show the end phase of the 
marbleized pigmentation, and still has some of the 
nevus-type verrucous lesions in the axillae. 


NorMAN E. Levan, M.D.: As Doctor Storkan 
stated, there is a resemblance in this case to 
acanthosis nigricans, and hence to pseudoacanthosis 
nigricans. It was interesting to learn that the 
latter could also have associated more important 
changes. The usual concept, of course, is of an 
acquired, hyperpigmented, always benign, condition, 
ordinarily limited to the flexural areas of dark- 
skinned obese individuals, and perhaps better called 
by Gougerot’s term of confluent and reticulated 
papillomatosis. 


The other condition which this case resembled 
is incontinentia pigmenti. I would like to suggest 
that the differentiation of incontinentia pigmenti 
from widespread epidermal nevus may be difficult. 
Some instances of epidermal nevus show an in- 
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flammatory component at the outset, and I have 
seen such linear nevi mistaken for birth-room 
scratches. In these, postinflammatory pigmentation 
may appear, and fade very slowly. Doctor Sam- 
uel Becker, among others, has suggested that the 
pigment of incontinentia pigmenti is likewise of 
postinflammatory origin. It would not seem im- 
possible, therefore, that some cases of incontinentia 
pigmenti are actually widespread epidermal nevi. 
Linear Scleroderma. Presented by Ropert L. Day, M.D. 
Localized Scleroderma in Mother and Daughter. Presented 
by Norman E. Levan, M.D. 
Dermatitis Herpetiformis with Subcorneal Pustules or Sub- 
corneal Pustular Dermatosis. Presented by NorMan E. 


Levan, M.D. 

Bullous Dermatosis (Resembling Dermatitis Herpetiformis 
or Erythema Multiforme). Presented by Norman E. 
Levan, M.D. 

Pemphigus Vulgaris—Seven Year Duration. 
Norman E. Levan, M.D. 


Neurodermatitis? Mycosis Fungoides? 
MAN E. Levan, M.D. 


Presented by 


Presented by Nor- 


Chronic Radiodermatitis of the Hands with Malignant 
Changes. Presented by Norman E. Levan, M.D. for 
discussion of therapy and prognosis. 

Livideo Racemosa. Presented by Rosert L. Day, M.D. 

Pityriasis Lichenoides et Varioliformis Acuta (Mucha- 
Haberman). Presented by RaymMonp D. MANCHESTER, 
M.D. (by invitation). 

Pityriasis Lichenoides et Varioliformis Acuta (Mucha- 
Haberman). Presented by RaymMonp D. MANCHESTER, 
M.D. (by invitation). 

Persistent Erythematous Plaques (Erythema Solare Per- 
stans?). Presented by Norman E. Levan, M.D. 

Actinic Keratosis of Nose of Twenty-Two Years’ Duration. 
Presented by Norman E. Levan, M.D. for therapeutic 
suggestions. 

Lichen Planus of the Tongue. Presented by Norman E. 
Levan, M.D. 

Leukoplakia-like Tongue Lesions. 
E. Levan, M.D. 

Lichen Planus Hypertrophicus. 
Day, M.D. 

Effects of B-Radiation from Strontium-90 Applicator on 
Superficial Basal Cellepithelioma Including Production 
of Chronic Radiodermatitis. Presented by Norman E. 
Levan, M.D. 

Case for Diagnosis: Drug Eruption? Familial Benign 
Pemphigus? Presented by Dan Grickman, M.D. 


Presented by NORMAN 


Presented by ROBERT L. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES and 


LOS ANGELES DERMATOLOGICAL SOCIETY 
Joint Meeting, April 21, 1959 


(1) Alkaptonuria. (2) Ochronosis. Presented 


by Murray C. ZIMMERMAN, M.D. 


This 58-year-old white man was first seen in 
February, 1950. At this time he had arthritis in 
the back and neck, and known kidney stones, for 
several weeks. He also stated that his ears had 
been blue ever since they were frozen in 1917. 
Both his urine and his axillary sweat stained 
clothing brown. There is no history of exposure 
to phenol or phenolic compounds. There is no 
familial history of similar trouble, and no con- 
sanguinity. 

Physical Examination: Bluish green axillae; 
greenish pigmented pinpoint spots, slightly papilli- 
form, on the fingers; ear cartilages which were 
seen to be green when the skin was blanched, and 
were abnormally stiff. Bilateral, symmetrical, 
brownish scleral pigmentations were on each side 
of pupil. X-ray showed renal calculi, and osteo- 
arthritic changes in spine. 


Submitted for publication June 5, 1959. 


Laboratory (Urine): Urine turns dark 


standing, without any additions being made. It 


upon 


also becomes mahogany-colored upon the addition 
of sodium hydroxide. It develops a transient blue 
color upon the addition of dilute ferric chloride, 
and reduces Fehling’s or Benedict’s solutions. All 
are characteristic of alkaptonuria. 

Diagnoses: (1) Ochronosis; (2) alkaptonuria ; 
(3) second degree renal ca'culi; (4) osteoarth- 
ritis, spine. 

In 1953, the patient passed a black stone. 

Ochronosis is caused by a recessive hereditary 
metabolic condition which results in a deposit of 
alkapton bodies in certain tissues. Of these, ho- 
mogentisic acid is the body responsible for sponta- 
neous alkaptonuria. The exact chemical nature 
of the pigment is not known. It is not homogentisic 
acid, but is a closely related derivative, possibly 
polymerized, somewhat similar to melanin. 
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There is either an enzyme lack blocking the ca- 
pacity to utilize homogentisic acid,t or a distortion 
of the intermediate metabolism of phenylalanine,* 
tyrosine,t and related substances. Increased in- 
cidence of renal calculi and of arthritis are char- 
acteristic. The arthritis resembles osteoarthritis 
radiologically, and rheumatoid arthritis clinically. 
It usually responds well to steroids. 


Discussion 


S. W. Becker, M.D.: This patient presents the 
classic features of alkaptonuric ochronosis: lo- 
calized bluish hyperpigmentation, alkaptonuria, and 
arthritis, the latter of which distinguishes it from 
phenol ochronosis. The use of phenol has largely 
been discontinued; the last report of this disorder 
seems to have been that of Berry and Peat (Lancet 
2:124, 1931), of a woman who had had darken- 
ing of the facial skin for eight years. Following 
phlegmasia alba dolens 40 years previously, she 
developed two large hypostatic ulcers on each leg, 
to which she had applied 5% phenol lotion for 35 
years. Phenol ochronosis is thought to be due to 
polymerization of hydroxylated phenol derivatives 
into a yellow pigment, which is deposited in con- 
nective tissue and cartilage. While the pigment 
itself is yellow, the scattering effect of the overly- 
ing tissue is such that a blue color is observed. 


The second type of ochronosis, namely alkapto- 
nuric, as represented by the patient, results from 
an inborn error of metabolism, in which degrada- 
tion of homogentisic acid is blocked. The latter 
is alleged to be polymerized to form a yellowish 
pigment that is deposited in the connective tissue 
and cartilage. The inflexibility of the aural carti- 
lage, first noted by Osler (Lancet 1:10, 1904) is 
quite evident. 


Lours H. Wrner, M.D.: In this condition, 
the histologic section occasionally shows an 
amorphous, black, staining mass within the lumen 
of the blood or lymphatic vessels. This, I think, 
is coagulated serum stained by homogentisic acid 
(alkapton). If the vessel has been sectioned lon- 
gitudinally, it forms a cast resembling a worm 
within an endothelial lined space. If cut trans- 
versely, the cast appears round. 
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Murray ZIMMERMAN, M.D.: I put in the 
protocol specifically that he had rigid ears, so that 
everyone would feel his ears. That is characteristic 
of ochronosis. It is due to calcification, theoreti- 
cally due to alkapton bodies deposited in the car- 
tilage. This patient is not a prize fighter. He 
denies that his urine and his sweat stain his 
clothes, but his wife says that they do, 

Lyon Rowe, M.D.: Recently, it has been re- 
ported that alkaptonuria can be produced experi- 
mentally in laboratory animals by heavy feeding 
with tyrosine and phenylalanine. Apparently, the 
metabolism of the experimental animals can be 
overwhelmed with these amino acids. Normal ani- 
mals that are fed heavy doses of tyrosine and 
phenylalanine will develop alkaptonuria. This pa- 
tient might benefit from a restricted phenylalanine 
and tyrosine diet. 

Murray C. ZIMMERMAN, M.D.: It has also 
been shown in experimental animals that large 
doses of Vitamin C will eliminate the pigment. 
However, this doesn’t actually do anything but 
expose these compounds to a strong reducing 
agent. The color is bleached out, but the alkapton 
bodies are still there. 

Doctor Becker’s comments move me to admira- 
tion, since he said from memory practically every- 
thing that I was able to read about this. The 
only thing that I would differ on is that it may 
be polymerized homogentisic acid producing the 
pigment. It has never been proved that homogentisic 
acid is a normal intermediate product in the me- 
tabolism of tyrosine and phenylalanine. Among 
possible pathways, an enzyme can be lacking, or 
it can be a wrong enzyme, or there can be an 
antienzyme. 


There is no specific therapy for this. The 
arthritis responds well to steroids, and it has been 
reported that, while taking steroids, these patients 
stop putting out pigment in their urine. The 
arthritic changes, as in this patient, roentgenologi- 
cally look like osteoarthritis. Clinically, they pro- 
duce symptoms of rheumatoid arthritis, and they 
respond to steroids as rheumatoid arthritis does. 
I think it would be worth while to give this patient 
steroids, but he has been psychotic, at times, and 
his internist is reluctant to use the drugs. 
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Bullous Eruption. Brunsting’s Syndrome. Pre- 
sented by MAXIMILIAN E. OBERMAYER, M.D. 


A 58-year-old man of Scotch ancestry, was seen 
first by the presenter January 14, 1959. He com- 
plained of an intermittent, vesicular and bullous, 
itching, and burning eruption of four years’ dura- 
tion. It began in the form of small eczematoid 
plaques on the left ear, the left side of the neck, 
and the upper portion of the left arm, then spread 
to the interscapular region. On two occasions, 
groups of vesicles were present on the tips of a 
few fingers and toes. 


After wmsuccessful treatment with local and 
systemic steroids and antibiotics, by a general 
physician, he was referred to Doctor Harold L. 
Boyer in Las Vegas. Doctor Boyer’s first clinical 
impression was chronic benign pemphigus, but 
biopsy did not confirm the diagnosis. The sections 
were examined by the late Doctor Weidman, who 
considered erythema multiforme, or a fixed drug 
eruption. Treatment, successively with sulfa- 
pyridine, Diasone, chloroquine, and sodium citrate, 
was ineffective. Biopsy was repeated. 

The patient was referred to the late Doctor 
Nelson Paul Anderson, who suggested that the 
case belonged to the group later designated, “be- 
nign pemphigoid” (Brunsting, L. A., and Perry, 
H. O.: A.M.A. ArcH. Dermat. 75:489, 1957). 
Since, in one patient of that series, an allergy to 
foods seemed operative, Doctor Anderson suggested 
to Doctor Boyer investigation along these lines. This 
proved futile. The patient stated specifically that 
ingestion of pork products made no difference in 
his dermatosis. 

In 1956, the sternal area became involved, with 
intermittent activity, until the present. In 1957, 
scalp lesions developed, which healed with residual 
atrophy and alopecia. The mucous membranes have 
never been involved. 

The patient has had hay fever for many years. 
Exposure to the sun has made no difference in the 
course of the disease. Although he stated that he 
is nervous, and gets easily upset, he specifically 
denied any influence of anger, stress, or overwork 
on the eruption. 

With the exception of “a nervous stomach,” his 
general health has been satisfactory. He has sub- 
mitted to regular periodic general examinations, 
with negative results. 

In the sternal area, large flabby bullae and san- 
guinous crusts are present. Smaller lesions of the 
same type are seen on the scalp, behind the ears, 
and on the right shoulder. On the right anterior 
portion of the scalp is a round spot of atrophy and 
alopecia 1.5 cm. in diameter. 

Laboratory findings: S.T.S. negative. Blood 
glucose 99. CBC normal. Tzank test negative. 
Biopsy of a bulla on the sternum revealed a sub- 
epidermal process, with a pronounced lymphocytic 


and eosinophilic infiltrate in the upper portions of 
the dermis. Search for lupus erythematosus cells, 
in the peripheral blood and in the sternal bone 
marrow, was negative. 


Discussion 


WILLIAM B. Reep, M.D.: I saw one of the pa- 
tients presented by Doctor Brunsting and Doctor 
Perry in their excellent paper. He was also a rail- 
road man with a localized, persistent area of blister- 
ing, located on the right temple. After the death 
of a friend, he developed a widespread vesicular 
eruption resembling dermatitis herpetiformis. Bi- 
opsies of the vesicles revealed subepidermal bulla. 
Virus studies were negative. The patient re- 
sponded, and was maintained on sulfapyridine. 
Because of these findings, the original lesion on 
the temple was considered a localized form of 
dermatitis herpetiformis. Scarring resulted from 
the blistering. The patient tonight shows a similar 
scarring alopecia. I do not know whether the term 
“Brunsting’s syndrome” is warranted, but this is a 
most unusual variant of dermatitis herpetiformis. 

Joun B. Watson, M.D.: Has this man had 
severe itching in the past? 

MAXIMILIAN E. OBERMAYER, M.D.: Yes, quite 
intensive itching and burning. 


Louis H. Wrner, M.D.: This patient is also an 
exrailroader, as were Doctor Brunsting’s patients. 
The itching is so severe that he ruptures the 
blisters, so that only one of the blisters remained 
unruptured. Histologically, the lesion is a subepi- 
dermal flaccid blister, and not a tense blister like 
that of dermatitis herpetiformis. The vesicle con- 
tains an infiltrate of many eosinophils. There is 
festooning of the floor of the vesicle, because the 
papillary bodies retain their normal outlines. In 
dermatitis herpetiformis, the blister contents are 
under pressure, which pushes the floor of the 
blister down, flattening it, and lifting the surface 
up, giving a reticulated appearance to the connec- 
tive tissue. Thus it forms a lacework within the 
lumen of the vesicle, which is not seen in this 
microscopic section. Besides eosinophils, the infil- 
trate consists of lymphocytes and gigantic mono- 
cytes. I suggest a diagnosis of bullous mycosis 
fungoides. 

MAXIMILIAN E. OperMAYER, M.D.: Although 
I am aware that Doctor Brunsting is averse to the 
use of eponyms, I do not hesitate to tag his name , 
to this syndrome, because the term he reluctantly 
chose for the disease, namely “benign pemphigoid,” 
is by his own admission rather inadequate. The 
features of Brunsting’s syndrome are: the pres- 
ence of chronically persistent bullous and/or 
vesicular localized plaques, with intense burning 
and itching, and a predilection for head and neck, 
occurring almost exclusively in older men. Some 
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of the lesions heal with atrophy, which, although 
not present in every phase, always appears eventu- 
ally. Sometimes there are also widespread vesicular 
flares. A strong allergic background is always 
present. Equally important as these positive signs 
and symptoms is the consistent absence of others, 
namely: involvement of mucous membranes, ef- 
fect of sunlight, porphyria, acantholysis, and cyto- 
logic herpetic changes. 


This patient is a striking example of Brunsting’s 
disease, as is evident from the history. To the 
aforementioned sites of predilection, we can now 
add the sternal area. The differential diagnosis in 
this man involved a variety of disorders, At first I 
thought that he had dermatitis herpetiformis; the 
intense burning and itching, and the eosinophil 
content of the infiltrate, were suggestive, but the 
presence of spontaneous atrophy ruled it out. 
Next I considered pemphigus erythematodes of 
Ormsby, Senear, and Usher, suggested primarily 
by the sternal involvement, and bullous lupus ery- 
thematosus. Both were untenable, because of the 
microscopic findings and the absence of L.E. cells. 
Localized pemphigus, clinically highly suggestive 
in this case, and benign familial pemphigus, which 
was mimicked by lesions on the back, could also 
be eliminated microscopically. Fixed drug erup- 
tion, which may show identical clinical features, 
and which is suggested by the strong allergic back- 
ground, could only be ruled out by careful observa- 
tion and probing over a long period. I am 
convinced that we are dealing with a new syn- 
drome, and we should be grateful to Doctor 
Brunsting for having brought it to light. It is 
now up to us to study and observe, and, if we can, 
clarify this provocative disorder. 


Cured Primary Cutaneous Coccidioidomycosis. 
Presented by J. Watter Witson, M.D., and 
Epwin T. Wricut, M.D. 


A 35-year-old Hawaiian man was presented 
before the joint meeting of the Los Angeles 
Dermatological Society and the Metropolitan Der- 
matological Society of Los Angeles, on April 26, 
1958. At that time, his left arm and hand still 
presented evidence that the infection with Coc- 
cidioides, which had resulted from the inoculation 
of culture material into a finger three months 
previously, was still active (Wright, E. T.; New- 
comer, V. D., and Nelson, N. H.: A.M.A. Arcu. 
DeERMAT. 79:118, 1959). 


In spite of low complement fixation titers with 
coccidioidin, and a high degree of reactivity to 
the coccidioidin skin test (factors accepted by us, 
and by many other students of this disease, as 
indicating a favorable prognosis), several members 
expressed doubt that this patient would become 
spontaneously well, and recommended that he be 
given amphotericin B. We believed that such a 
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course of action would possibly subject him to 
more risk than to await developments, basing this 
opinion on the fact that the only two previously 
recorded similar cases became entirely well without 
any such drug therapy. Also, we believe that admin- 
istration of a drug would be likely to result in its 
receiving credit for a cure which actually occurred 
spontaneously. Accordingly, no drug was admin- 
istered. 

Subsequently, all clinical evidence of continued 
activity of the disease disappeared within a few 
weeks, the complement fixation titers with coc- 
cidioidin have never risen beyond minimal levels, 
and at present the level is 2+ in the first tube 
only, acceptable as “negative.” His skin reaction 
has remained high. Roentgenograms of chest and 
blood studies are within normal limits. He re- 
turned to work & months ago, and was married 
about 6 months ago. He appears to be, and feels, 
in good health. 


Discussion 


Norman E. Levan, M.D.: It should be noted 
that Wilson was the first to report an adequately 
documented case of extrapulmonary (cutaneous) 
primary infection and state the fundamental 
premises on which such a diagnosis should, ideally, 
be based. 

The importance of the present case lies in the 
light it throws on the nature of immunity and re- 
sistance in coccidioidal infections. When this pa- 
tient was presented a year ago, he had, in addition 
to the inoculation lesion on a finger, draining 
lesions of the axillary areas from which C. im- 
mitis could quite readily be obtained. Yet, these 
widely separated lesions, as Wilson predicted, could 
still be encompassed in the concept of a primary 
infection with its attendant favorable prognosis, 
rather than representing dissemination. 

Dissemination implies as a basic feature a breach 
of the immune mechanisms, rather than merely 
multiple lesions. It is possible to have multiple, 
and indeed severe, lesions without such a break- 
through. Thus a primary pulmonary complex may 
result in a persistent, expanding pulmonary lesion, 
which may even erode through the chest wall; yet 
the patient remains free of disseminate disease. 
If the local thoracic involvement is extirpated 
surgically, as is necessary not infrequently, he goes 
on to achieve complete clinical cure. 

There is another aspect of coccidioidomycosis 
illustrated by this case, which deserves some com- 
ments—that is, the difficulty we have in predicting 
which primary case will disseminate, and which 
of the disseminate cases will survive the disease, 
as happens in probably well over half. While 
serologic responses are of great usefulness, there 
is considerable evidence that they reflect more 
the amount of infected tissue present at a given 
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moment than the actual immune state of the 
patient. When combined with the coccidioidin 
skin test, the value of serologic tests is greatly 
enhanced, but even with this combination, excep- 
tions which occur weaken the application of gen- 
eral rules to specific cases, This inability to predict 
the course of infection markedly decreases the 
validity of arrests attributed to one or another 
antifungal drug. Certainly, had amphotericin been 
used in this present case, especially since the pa- 
tient is a noncaucasian, another “cure” might well 
have been credited to it. 

Louis H. Winer, M.D.: It is most gratifying 
to observe the recovery of this patient, whose 
original sections from the lesion of his forearm 
and axilla show Coccidioides immitis spores, and 
sporangia in the lumens of the blood and lymphatic 
vessels of the cutis. The patient is Asian, in 
which group fatal sequelae following Coccidioides 
immitis infections have been frequent. 

CLEMENT E. Counter, M.D.: May I point out 
that this patient is from the State of Hawaii? 
As such, he does not represent brown, black, or 
yellow race, because of the mixture of races 
composing modern Hawaiian people. Probably he 
is of white race, largely. This becomes important 
because he has shown the type of resistance ex- 
pected more of the white race. 


J. Water Witson, M.D.: I wrote in one of 
my publications that it was shameful to have to 
admit such poor laboratory techniques, but in the 
West we have now had four intracutaneous inocu- 
lations into human beings, of organisms capable 
of causing deep mycoses, all in laboratory per- 
sonnel. This may be in the tradition of the old 
Golden West to “live dangerously.” It has been 
my. good fortune to observe all four such labora- 
tory inoculations. Two of them were with Coc- 
cidioides, one with organisms of North American 
blastomycosis, and the fourth with South Ameri- 
can blastomycosis organisms. All of the first three 
went through this same chancriform syndrome. 
The last presented a small nodule on the finger 
of only five days’ duration, which I excised and 
cauterized thoroughly. He has never had any 
other lesions since then. 


At Duke University, three years ago, a labo- 
ratory technician inoculated a finger with Coc- 
cidioides, and when through the same chancriform 
syndrome. I don’t claim that these are the only 
cases of true intracutaneous primary inoculation 
coccidioidomycosis, but these are the only three 
in which it is known beyond doubt that the organ- 
isms were inoculated into the skin. Hence, I think 
that what has subsequently occurred in these cases 
is most valuable, because it establishes a proto- 
type into which we should try to fit all other 
dubious cases, that is, those in which we are not 
certain of the mode of inoculation. 


There are several other lessons, I think, to be 
learned from this case. The first (this is the only 
feature with which I can not agree with Doctor 
Levan) is that the axillary discharge, which was 
present when the patient was seen here last year, 
was, in Doctor Levan’s words, “easily proven to 
contain Coccidioides organisms.” This was true 
only because we have such good ways of proving 
it. Culture will reveal just one organism in sev- 
eral drops of inoculum by ytelding a growth. 
However, I pointed out last year that there was a 
full drop of purulent material taken from his 
axillary node, and put under the microscope on 
several slides, and the entire quantity contained 
only four spherules. In other words, the axillary 
lesions which were seen last year were largely 
the result of his tissue inflammatory response to 
only a few organisms—and he was successful in 
resisting them. Second, I believe that there is no 
more reason to expect dissemination of coccidioido- 
mycosis when inoculated into the skin than in the 
lung in cases resulting from inhalation; we know 
the percentage of dissemination is about 1 in 500 
to 1 in 2,000 or 3,000. I therefore think that the 
primary cutaneous cases are likely to yield only 
a similarly small percentage of disseminated cases. 
We know that the number of organisms inoculated 
by a contaminated needle must be very much 
smaller than that inhaled during a dust storm in an 
endemic area, and certainly less than in those 
cases where laboratory personnel inhaled a tre- 
mendous mass of spores from a dry culture. There 
is one school of thought which believes that dis- 
semination of coccidioidomycosis is somewhat con- 
trolled by the magnitude of the original inoculum. 
If such be true, we wouldn’t expect any of these 
primary skin inoculations to result in dissemina- 
tion, because the quantity is so very tiny. Third, 
there is similarity between scientific investigators, 
who select a group of animals and infect them 
artifically, and clinicians, who simply must wait 
longer to obtain a significant series of cases 
which nature eventually provides. The fourth 
point is that we must understand the natural his- 
tory of a disease, and be able to predict what is 
going to happen without any treatment whatever, 
before we can judge the efficacy of an administered 
drug. I am glad that this man is doing as well as 
he is, because, as stated in the protocol, if ampho- 
tericin B had been administered last year, it might 
have had another cure to its credit which it didn’t 
deserve. Doctor Rowe and Doctor Steffen and I 
have recently had a very good lesson in this re- 
gard. I have béen trying out a new medicament 
in my practice for over eight months, which I was 
prepared to say was yielding about 85% of what 
I would expect any good medicament to do under 
like circumstances. When the three of us sub- 
jected it to double blind study, we couldn't even 
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tell which was the placebo and which was the 
active material ! 


Poikiloderma-like Linear Nevus. Presented by 
Irvinc A. Lewe, M.D., and MAXIMILIAN E. 
OBERMAYER, M.D. 


Discussion 


Lours H. Winer, M.D.: On histologic sections 
there are many telangiectatic capillaries in the 
upper cutis. The cutis reticularis consists of dense 
fibrous connective tissue. The endothelium of the 
vessels is increased, and some vessels appear oc- 
cluded. There is a mild perivascular infiltrate 
throughout the entire cutis. Smooth muscles, sweat 
glands, and subcutaneous fat are normal. 

The elastic-stained section shows that elastic 
fibers are present throughout the entire cutis. In 
the upper cutis the elastic fibers are stubby, and 
suggest scleroderma. Deeper elastic fibers negate 
this diagnosis, because here one observes that the 
elastic forms clumped curliques and twisted masses, 
much like bundles of small corkscrews tied to- 
gether. Similar formations of elastic are seen in 
Werner’s syndrome, a type of epidermal nevus 
where the elastic is also not fragmented, and yet 
in which clinically the skin suggests scleroderma. 

S. W. Becker, M.D.: This patient was pre- 
sented a year or so ago, at which time she showed 
atrophy and telangiectasis, but no visible pigment. 
At present, she has melanotic macules in some of 
the atrophic areas, which justifies the designation, 
“Poikiloderma.” Woringer (Naevus zoniforme 
atrophique, Ann. dermat. et syph. 82:277, 1955) 
reported two cases of similar lesions on the legs 
of women. According to the mother and the 
presented patient, the disorder is still active, and 
the area is enlarging. We presented a young 
woman with generalized eruption which corre- 
sponded to Thomson’s poikiloderma (Becker, S. W., 
and Lindsay, D. G.: A.M.A. Arc. Dermat. 77: 
620-621, 1958). This condition is not related to 
poikiloderma atrophicans vasculare, in most in- 
stances of which lymphoblastoma eventually en- 
sues. It may be classed as a prenatal disorder. 

Irvinc A. Lewer, M.D.: The early lesions were 
described to me by the patient’s mother, in the 
past, as being flat reddish plaques which eventually 
became depressed. They were never observed by 
me on the few occasions I saw her. “Tonight, 
however, she pointed out two new early lesions 
on the thigh. These were small raised annular 
plaques, measuring 2 or 3 mm, in diameter. They 
were whitish in color, and could not be seen ex- 
cept under reflected light. 

MAXIMILIAN E. OserMayer, M.D.: I hope 
Doctor Lewe will be able to obtain permission 
for biopsy of the incipient lesions, which until 
today we had not observed. Microscopic study of 
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the earliest phases of this inflammatory process 
may contribute to a better understanding of the 
disease. 


Tuberous Sclerosis. Presented by WILIAM B. 

Reep, M.D. 

A 42-year-old white man was studied on an out- 
patient basis at St. Joseph’s Hospital, Burbank, 
during March, 1959. 

Present complaint: rosacea, skin of face, se- 
vere, chronic. Multiple subcutaneous tumefac- 
tions, with recent enlargement of one. Polyps of 
skin diffuse. 

Past history: Medical: grand mal epilepsy 
since age 4, medically controlled partially in life 
and completely in past 10 years. Skin disease since 
infancy, gradually progressive in varied manifesta- 
tions, resistant to therapy. Subcutaneous nodules 
since age 10, progressive, located on right radius 
and left lumbar area. Surgical: removal of mass, 
right radius, April 17, 1959. Removal of epithelial 
cyst, left lumbar area, April 12, 1959. Family: no 
family history of convulsions, mental deficiency, 
or tumors. Social: due to convulsions, stopped 
school at eighth grade. Skin disorder contributed 
greatly to inability to obtain work. Has been a 
salesman, and has done legal research work for 
lawyer father. 

Physical examination: The patient is a coopera- 
tive, intelligent individual, appearing not acutely 
ill. 

The findings are limited to the skin and sub- 
cutaneum, which demonstrates sebaceum lesions, 





Figure 1 
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polyps, comedones, increased vascularity of the 
face, and multiple rubbery, firm, subcutaneous 
tumefactions. Several shagreen patches are noted 
in the lumbosacral area. (Fig. 1.) 

Laboratory examination: x-ray: skull—calcified 
nodule, left parietal region. Less dense nodularities 
adjacent. (Fig. 2.) 

X-ray: left wrist—soft tissue neoplasm, with 
calcification and no involvement of bone; kidneys— 
findings are not diagnostic, but highly suggestive 
of bilateral renal cysts; chest—cystic bone change 
in the left eighth rib, chest otherwise normal; 
hands—multiple cystic changes in the phalanges 
and carpal bones. 

Biopsy reports: face—adenoma sebaceum; right 
radius—calcified fibroma; left lumbar area—calci- 
fied epithelial cyst; shagreen patch. 

E.E.G.: minor dysrhythmia (random slow wave 
activity, with background of persistent rapid wave 
development). 


Discussion 


S. W. Becker M.D.: This presentation has 
great value, because it illustrates a large number 
of the cutaneous and other complications of 
Pringles adenoma sebaceum. The erythematous 
papules on the face show dilated blood vessels, 
adenomatous sebaceous glands, and fibrosis. The 
tumor on the wrist is an ossified fibroma. The 
shagreen spot on the lower back shows an irregu- 
lar epidermal surface, with fibrosis and a de- 
creased number of elastic fibers. He also presented 
subepidermal fibrosis, polycystic kidneys, and cere- 
bral calcinosis. 

Harotp C. FisHMAN, M.D.: What actually is 
tuberous sclerosis at post mortem? 

S. W. Becker, M..D: The nerve cells are de- 
generated, and innumerable tiny globules of cal- 
cium are deposited in the area. 


SAMUEL Ayres III, M.D.: He seems to be a 
suitable candidate for planing, and I think that, 
if he is admitted to the Los Angeles County Hos- 
pital Planing Clinic, we will do a small test area 
and wait a couple of months before proceeding. 
From the experience so far in those examples of 
Pringle’s disease that have been planed, I would 
expect good cosmetic results. I would also antici- 
pate rapid healing, in view of the very rich 
supply of cutaneous adnexa. In addition, I would 
expect considerable bleeding, because of the rich 
vascularity, as seen in the biopsy specimen. We 
will plan on giving Adrenosem (Adrenochrome 
Semicarbazone), 1 cc. intramuscularly, a half- 
hour before planing an extensive area of his face. 
I have found, and I believe Doctor Murray Zim- 
merman agrees, that this is valuable in reducing 
capillary bleeding during planing. 

WILLiAM B. Reep, M.D.: This condition actually 
has had three names applied to it, namely, tuberous 
sclerosis, Bourneville’s syndrome, and epiloia. The 
term tuberous sclerosis is derived from the large 
glial nodules embedded like tubers in the brain. 
Bourneville first described the entity in 1880; while 
the term epiloia refers to the ensemble of mental 
deficiency, epileptic fits, adenoma sebaceum, nodular 
sclerosis of the brain, and tumors of the kidneys 
and other organs. The ophthalmologists have 
grouped tuberous sclerosis with three other con- 
ditions that present embryonic tumors in the eye 
and other organs. These conditions are Sturge- 
Weber, Von Recklinghausen’s, and Von-Hippel- 
Lindau. 

Dermatologically in tuberous sclerosis are found 
three important lesions: adenoma sebaceum, sub- 
ungual fibromas, and shagreen patches (peau de 
chagrin). Other skin conditions are sometimes 
seen, but these three findings are the most im- 
portant. The patient presented shows extensive 
adenoma sebaceum, and large shagreen patches in 
the lumbosacral area, but no subungual fibromas. 
However, he has multiple dermatofibromas on his 
back, and an extensive calcified fibroma on the right 
arm. 


In the brain there are scattered nodules, of 5-50 
mm. in diameter, consisting of mneuroglia and 
bizarre astrocytes. The nodules merge into the sur- 
rounding tissue, and produce distortion. In time, 
they undergo degeneration and secondary calcifica- 
tion. In’‘this patient, the x-rays of the brain were 
negative at age 9, but now there are prominent 
intracranial calification. In the heart there are 
rare tumors, called rhabdomyomas, which are small 
and multiple, producing usually no cardiac symp- 
toms until death. Renal growths have been dis- 
covered in 80% of the cases. The tumors belong 
to the category of mixed growths, and the term 
embryoma can be applied to all of them. This pa- 
tient by x-ray shows renal cysts, which may 
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represent degenerating renal tumors. Most of the 
tumors are, however, usually very malignant; 1.e., 
hypernephroma, liposarcoma, adenosarcoma. 

This patient shows cystic changes in the bones 
of the phalanges and of the ribs. The changes in 
the phalanges serve to establish the diagnosis, ac- 
cording to Berland (A.M.A. Arch. Neurol. & 
Psychiat. 69:669, 1953). 

This patient is actually a rarity among rarities, 
for he is 42 and in good health. Forty-seven of 
Bielschowsky’s seventy-eight patients had died by 
the sixteenth year, and another eleven had died by 
the twentieth (J. Psychol. & Neurol. 30:167, 
1924). Status epilepticus is the most frequent cause 
of death. Despite the brain damage in this patient, 
his epilepsy is controlled, and his intelligence is 
unimpaired. His most serious problem at this 
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moment is his face, and I hope that plastic planing 
will succeed. 


Legends 


For Diagnosis: Sclerosing Lipogranuloma(?). Presented 
by FLoraLou Kettenpacu, M.D. 

Case for Diagnosis: Chronie Discoid Lupus Erythematosus? 
Presented by Lyon Rowe, M.D. 

Trichoepithelioma. Presented by Jonn W. Watters, M.D. 

Necrobiosis Lipoidiea (Diabeticorum). Presented by LAUR- 
ENCE J. UnpEerwoop, M.D., and WALTER S. GREENE, 
M.D. 

(?) Aecrosclerosis and Lupus Erythematosus. Presented by 
Joun B. Watson, M.D. 

Granulomatous Reaction. 
M.D. 

Aeanthosis Nigricans-like Syndrome Following Prolonged 
Intake of Stilbestrol. Presented by HERBERT A. FIsH- 
BEIN, M.D. 

Lepromatous Leprosy. Presented by JosepH Gropen, M.D. 


Presented by Davip N. ALCON, 


METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 


Dr. Wilbur B. Hurlbut, President 
Dr. Herbert J. Spoor, Secretary 


March 19, 1959 


Nonspecific Erythema Secondary to Lymphoblastoma. Pre- 
sented by Mitton B. Stoane, M.D. 


~ Received: for publication July 14, 1959. 


Case for Diagnosis: Pustular Psoriasis? Presented by WIL- 
BUR B. Hurvsut, M.D. 

Case for Diagnosis: Lichen Planopilaris? Pityriasis Rubra 
Pilaris? Presented by WILBUR B. Huriscut, M.D. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 


April 16, 1959 


Familial Benign Chronic Pemphigus (Hailey-Hailey). Pre- 
sented by CuHaries F. Post, M.D., for Epwarp W. 
Jewett, M.D. 

Erythema ab Igne. Presented by Cuarves F. Post, M.D. 


Submitted for publication June 2, 1959. 


NEW ENGLAND DERMATOLOGICAL SOCIETY 


Joseph Goodman, M.D., President 
William R. Hill, M.D., Secretary 


April 15, 1959 é 


Sarcoidosis with Unusual Hematologic Mani- 
festation. Presented by Dr. BERNARD APPEL. 


A woman, aged 64 years, American, has suf- 
fered from systemic symptoms for two and one- 


half years, and an eruption on the upper part of 


her back and back of the neck for two months. 
Submitted for publication Aug. 7, 1959. 
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Hodgkin’s Disease with Generalized Erythroderma. Pre- 


sented by WıLBur B. HurLgBUT, M.D. 
Acrokeratosis Verruciformis of Hopf. Presented by 

Cuar_es F. Post, M.D. 
Chronic Radiodermatitis. 


M.D. 


Presented by Joun H. MEYERS, 


In December, 1956, the patient noted palpitation 
and was treated with digitalis by her family physi- 
cian. In February, 1957, symptoms of fatigue 
and “anemia” were treated by her doctor with 
injections of vitamin Bis without beneñt. The fa- 
tigue became progressively worse, and she was 


admitted to the Lynn Hospital in July. The princi- 





pal findings there were marked pallor, jaundice, 
and a spleen enlarged five fingerbreadths below 
the costal margin. 

Be The blood count showed red cells 9,100,000; 
white cells 10,000; hemoglobin 5.7 gm. per 100 
wet. and reticulocytes 17%. The Coombs test was 
positive, 1:1024 (at 37 C, 4 C). The total bilirubin 

-was 3.19 mg. %, direct 0.91 mg. % and indirect 
8 Bete mg. %. The bone marrow was hyperplastic, 
with marked erythropoiesis and a marked increase 

in lymphocytes. 

Roentgenographic examination of the chest 
showed radiating areas of slightly increased density 
indicative of fibrosis in both lung fields; there were 
no hilar masses. 

The clinical diagnosis after study was acquired 
hemolytic anemia (lymphoma ?). 

A course of prednisone (Meticorten) was be- 
gun in a dosage of 100 mg. daily, gradually re- 
duced to 15 mg. daily. There was great subjective 
improvement, and improvement in laboratory find- 
-ings—prompt disappearance of the positive Coombs 
test and a progressive rise in hemoglobin to 12.5 
gm., with slight diminution in the size of the 
spleen. 

In September, 1957, because of the diagnosis of 
probable lymphoma, a course of radiation was ad- 
ministered over the spleen, to a total dose of 
275 r. The spleen shrank to two fingerbreadths 
below the costal margin. 


Because of the gradual rise in hemoglobin to 
approximately 15 gm., the corticosteroids were 
discontinued on Jan. 15, 1958. The patient has 
- been followed hematologically by observation only, 
and remained well until the eruption developed 
about two months ago. She was first seen for 
this on March 13, 1959. 

There is a superficial, fairly uniform eruption 
involving the upper part of the back and back of 
the neck. This is divided into two roughly sym- 
metrical areas on each side of the midline, ex- 
tending from approximately the spine of the 
scapula to the back of the neck and toward the 
occipital scalp. The affected area on the right 
side is bounded by an almost sharp, longitudinal 
line, following exactly the midline of the spine. 
In the central portion the eruption is solid and 
uniform, but around the periphery on both areas 
there are small, distinct, flattened lesions—slightly 
rounded small papules, each about 3 mm. in di- 
ameter. The central area consists of a confluent 
mass of these papules. The color is a uniform, 
light-brownish-red throughout. The affected area 
has a “cobblestone” surface. 


Biopsy of these lesions showed a fairly char- 
acteristic picture of nests of granulomatous masses 
of epithelioid cells separated by spaces, numerous 
giant cells, and in one area an intracellular asteroid 
body was found. The diagnosis was sarcoidosis. 





Treatment with triamcinolone, 10 bs 
was instituted, with a striking improvement in the — M 
appearance of the eruption. ee 

Discussion a 

Dr. Francesco RoNcHESE: Was the diagnosis) 
of lupus vulgaris of the erythematous type of 
Leloir considered in this case? a 

Dr. BERNARD APPEL: The type of lupus vulgaris E: k: 
in which the lesions look like the lesions of 
lupus erythematosus could certainly be considered 
here in the differential diagnosis. In the first = 
place, the histological picture here is not the frank — er 
lupus vulgaris type with tubercles; and secondly, Se oh 
the clinical response to corticosteroids, which was a 
dramatic in only three weeks, would rule out ae 
lupus vulgaris; lastly, in that case, the spleno- os 
megaly and the anemia would have to be considered 
an entirely separate disease. The pulmonary picture 
is not that of tuberculosis. It would have to be a 
considered a nonspecific fibrosis, and we would SNA 
then have to chop this picture up into several dif- ERS 
ferent diagnoses. In view of the fact that all of i. 


them together fit in fairly well with sarcoidosis, 
I think that is the most likely diagnosis. 

In answer to Dr. McCarthy’s rhetorical question 
in regard to prognosis, we have many patients with 
systemic sarcoidosis whom we have followed 
through rather strenuous vicissitudes—women who 
have gone through pregnancy, and other patients 
who have had intercurrent systemic disorders. 
They are still doing very well. Even if we could 
do nothing but observe them, nature would prob- 
ably take care of most of them anyway. 


Mycosis Fungoides. Presented by Dr. BERNARD 
APPEL. 


A widow, aged 59 years, is presented from Bos- 
ton City Hospital with a generalized eruption of 
five years’ duration, and a tumor of the left malar 
area which has been present for two months. 

The patient was first seen in March, 1954, with 
a moderately itchy eruption of about one month’s 
duration, involving the face, neck, arms, and upper 
part of the trunk. Some of the lesions were red 
patches, some were pigmented, scaly, and slightly 


lichenified. She was previously presented at the- 
meeting of this society on April 14, 1954, as carlin R 


premycotic mycosis fungoides. 

In Aprit, 1956, she was admitted to the surgical 
service because of a lump in the right breast of 
four. months’ duration. Just lateral to the nipplé 
there was a mass about 2.5 cm. in diameter, and 
the overlying skin was red, pigmented, scaly, and 
excoriated. Following surgical biopsy, diagnosed as 
mycosis fungoides, the mass resolved. In August, 
1957, a red, fixed mass about 33.5 cm. over the 
middle of the left mandible was 
drained. The skin generally was described as show- 
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incised and 
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x ing patches of erythema and scaling. In March, 


1959, she was admitted to the dermatology service 


~ because of a tumor on the left cheek which had 


been present for two weeks. 
The history is unreliable because of the patient’s 


poor memory and orientation. 


There is a tumor on the left malar area which 


is about 5 cm. in diameter, raised about 1 cm, 


and slightly flattened. It is nontender, firm, and 
indurated, and the mass extends up to the lateral 
half of the lower eyelid margin, and posteriorly to 
the zygoma. The skin is generally dry and scaly 
with extensive macular hyperpigmentation in 
blotchy and reticulated patterns, especially over 


the clavicular areas, neck, and upper part of the 


back. The scalp and mastoid areas are red, dry, 
and scaly. A nontender lymph node is palpable in 


the left axilla. 


Biopsies from the trunk in 1954, right breast 
in 1956, and left cheek in 1959 were all reported 


as mycosis fungoides. Other laboratory examina- 


tions, including study of the bone marrow and 


-roentgenograms of the chest and bones, were 


essentially normal. 
Treatment has consisted of hydrophilic petrola- 


tum locally. Radiation therapy is planned. 


Mycosis Fungoides. Presented by Dr. Davin W. 
FoLan JR. 
A Negro aged 48 years, a merchant seaman, is 
presented from the U.S. Public Health Service 


Hospital, Boston, with a generalized dermatosis 
-= of three and one-fourth years’ duration. 


Generalized pruritus developed in January, 1956, 
accompanied by generalized scaliness. Alopecia of 
the scalp was noted in April. By June, numerous 
shiny, violaceous, oval, infiltrated plaques appeared 
on the chest, neck, forehead, and extremities. Scalp 
nodules developed in October, and scaly, flat, gray 
patches appeared on the neck, chest, thighs, and 
both arms. Biopsy of an arm lesion in November 
was felt to represent lymphoblastoma, and one 
from the arm, inflammatory dermatitis. Generalized 
lymphadenopathy appeared in December, 1956. Ex- 
amination of the bone marrow was normal, but 
biopsy of a scalp lesion was reported as mycosis 
fungoides. The patient responded fairly well to 
roentgen therapy during the next year. New scaly 
plaques developed in March, 1958, and biopsy 
showed nonspecific dermatitis suggestive of psoria- 
sis. Several nodules and tumors reappeared in 
September, 1958, so the patient was transferred 
to the USPHS Hospital in Boston to receive 
spray irradiation at the Massachusetts Institute of 
Technology. 

There are generalized scaly plaques and patches 
with oval cutaneous nodules and tumors of various 
sizes over the nose, suprascapular regions, arms, 
chest, thighs, and scalp. The large tumor over the 
left scapula shows a deep, clean ulceration. There 
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are palpable lymph nodes in the cervical, axillary, | 


and inguinal areas. 
The latest blood studies showed white blood 
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cells to number 5,150, with 6% polymorphonuclear 
leukocytes, 31% lymphocytes, 2% monocytes, and — 


7% eosinophils. The hemoglobin was 13.9 gm. 
hematocrit 45%, and sedimentation rate 21. The 
urine was normal, and the serum albumin 3.9 mg. 
and globulin 3.1 mg. per 100 cc. 


The patient has received a number of courses 


of radiation therapy to the skin, both at the 
USPHS Hospital in Staten Island, N.Y., and at 
the Massachusetts Institute of Technology. The 
x-ray therapy in New York was accomplished 
with a deep therapy machine, using 220 kv., 15 
ma., and a total of from 1,600 to 3,250 r in air 
to various regions of the face, scalp, and neck 
in particular. Some of the tumors responded 
quickly, but others, particularly in the left frontal 
area, involuted slowly. Electron spray therapy was 
begun Dec. 30, 1958, with the total body surface 


receiving an entry dose of 800 rads. Each axilla 


received an additional dose of 200 rads, and the 


orbital and malar areas a single dose of 400 rads. — 


Considerable involution of all lesions resulted, al- 
though single doses of 400 rads were given a 
number of areas in February, 1959, and again 
early in April, when a large tumor reappeared on 
the back and also one near the nose. 


Discussion 


Dr. Davin W. Foran JR.: I have had nothing 


to do with the diagnosis or the treatment recom- 


mended for this man. That was decided at Staten 
Island. I think the man has responded poorly to 
cathode ray treatment—in fact, the lesion on the 
nose is beginning to ulcerate now. He had two 
similar lesions on the scalp two years ago and 
they responded fairly well to deep x-ray therapy. 


Hypertrophic Verrucous Lichen Planus. Pre- 
sented by Dr. BERNARD APPEL. 


A man aged 69 years, a retired leather worker 
born in Turkey, has had a completely generalized 
eruption of 17 years’ duration. He had smallpox 
as a child in Turkey, which resulted in the loss 
of the right eye and generalized typical pockmarks. 
Vaccination in the United States “did not take.” 

The predominant complaint is continuous diurnal 
and nocturnal itching, worse in the summer and 
at night, so that he has not slept through an en- 
tire night for many years. The itching has been 
so severe that he has often contemplated suicide. 

The present eruption began on the lower ex- 
tremities and especially on the thighs, as a severely 
itchy eruption which gradually became generalized. 
Since the onset he has never been free from 
itching, even for one day. His skin gradually be- 
came dark; he is vehement in his opinion that its 
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-many years the eruption and the itching grew 
-~ progressively worse, but for the past few years 
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color was “normal” prior to the eruption. For 


they have been persistent but unchanged. 
- The entire skin has a peculiar mottled, deep 


_ brownish-gray pigmentation. There is a general- 
_ ized, typical distribution of smallpox scars. The 


right eye is blind. There is a thickened, dry, hard, 


~ papular eruption, most intense on the forearms 


and legs, where it is like rough tree-bark. 

Routine urine and blood tests were essentially 
normal, with eosinophils ranging from 1% to 
7%. Blood chemistry examinations were all es- 
sentially normal. 


Biopsy showed the epidermis to be thrown up 


into verrucous peaks, with moderate hyperkera- 


tosis and granulosis. The basal layer was intact 
with considerable melanosis. There was a slight 
lymphocytic dermal infiltrate, especially perivas- 
cularly. 

The usual topical therapy, including baths, lo- 
tions, and ointments, has been relatively ineffec- 
tive. Systemic treatment, consisting of hypnotic, 
sedative, and antihistaminic drugs, bismuth sodium 
triglycollamate (Bistrimate), chloroquine, Triquin, 
„and sulfapyridine, has been relatively ineffective. 
The most helpful drug has been triamcinolone 
(Aristocort) in doses of about 20 mg. daily. This 
was complicated by incarceration of a right in- 
guinal hernia in March, 1959, but it subsided with 
conservative treatment. He is being maintained 
in partly tolerable discomfort on about 10 mg. of 
triamcinolone daily, with phenobarbital. 


Discussion 


Dr. ALFRED HOLLANDER: Assuming this con- 
dition is not lichen planus and assuming that it 
is chronic eczema, would Dr. Fromer then feel 
that cathode rays would be of some benefit? 


THE NEW YORK ACADEMY OF MEDICINE SECTION ON DERMATOLOGY AND SYPHILOLOGY 


Leslie P. Barker, M.D., Chairman 


= Nathan Sobel, M.D., Secretary 





March 3, 1959 


Diagnosis: Poikiloderma Atrophicans Vascu- 
lare. Presented by Dr. S. M. Peck for Dr. 
Y. P. Kim. 

The patient is a white woman, age 36. 

History of present illness: The lesions developed 
abruptly four years ago on the breast and at the 
same time over the abdomen, mostly on the flexor 


Submitted for publication Aug. 18, 1959. 
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Dr. Lerner feels arsenical pigmentation might ¥ 
be implicated. Since almost everything has been 48 


used, I would suggest trial therapy with a chelat- ee 
ing agent. a 
Dr. Jacop H. Swartz: I wonder how much pa 


_lighter the average Turk who does not have any 


chronic dermatosis is than the man presented, Any | 
person of the darker races with a chronic inflam- bs 
matory process can look a shade darker. ae 
When the term “burned-out lichen planus” was 
used today, I assume it meant post-lichen-planus A $ 
pigmentation. If this is the case, then why does tg 
the patient have severe itching? If it is active 
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lichen planus, they why an atypical pathological 
picture? I do not believe it is either. HA 
Dermatitis Medicamentosa (Phenolphthalein). Bullous eae ir 
Pemphigoid? Presented by Dr. BERNARD APPEL. En 
Lichen Selerosus et Atrophicus with Bullous F ormation. _ 
Presented by Dr. Mauray J. Tye. 
Alopecia. Foreign Body Reaction, 
ROBERT BALER. n 
Trichotillomania. Presented by Dr. Epmunp F. FINNERTY. j 
Pigmented Nevus. Presented by Dr. ROBERT BALER. ee 
Lymphoma. Presented by Dr. Epmunp F. FINNERTY, 
Nodular Tertiary Syphilis. Presented by Dr. PAuL CATI- < 
NELLA, 


Probable Syphilitie Gumma. Presented by Dr. WiLIAm 
HALPERN, x AR 
Case for Diagnosis: Melanosis of Oral Cavity; Collagen BE? 
Disease? Presented by Dr. ROBERT BALER. . a 
Urticaria Pigmentosa. Presented by Dr. MAURAY J..Tyx 3 
Lichen Striatus. Presented by Dr. PAUL CaTINELLA. iy 
Telangiectasia of Undetermined Cause. Presented by Dr. 
Davip W. Foran. co i 
Waldenstrom’s Purpura. Presented by Dr. Howarp YAarrEr. A 
Urticaria Pigmentosa. Cavernous Hemangioma. Presented re 
by Dr. HOWARD YAFFEE. 
Case for Diagnosis: Chronic Granuloma. Presented by Dr. 
Joun G. Downing and Davin W. FoLAN. 
Nevoxanthoendothelioma. Presented by Dr. Mauray J. 
Tye. 
Case for Diagnosis: Lichen Planus; Xanthoma; Granuloma x 
Annulare; Erythema Elevatum Diutinum? Presented by ps 
Dr. Davin W. Foran. ie 
Case for Diagnosis: Erythema Multiforme Pemphigoides; _ 


> 
Dermatitis Herpetiformis? Presented by Dr. Francesco 
RONCHESE. ae 


> 
re 
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Presented by Dr. 5 H 


surfaces of the extremities. These were round, 3 
oval, irregular in configuration, sharply demarcated, < 
brownish in color, macular, multiple, and asymp- < 
tomatic. 

Physical examination : There are sharply defined, E 
irregular, some geometrically round patches, brown 
in color, telangiectatic, hemosiderin-like to ex- 
travasation, slightly atrophic and depressed, various- 
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Dr. Bloom’s statement. 
= a dozen patients with eruptions such as this. I 
_ think a point against the diagnosis of poikiloderma 


- sized dry, scaly, macular lesions over the abdominal 
= region, breast, and inner surfaces of the thighs 


_and arms without any particular recognizable sub- 


jective symptoms. 
= Biopsy: skin segment compatible with poikilo- 
derma atrophicans vasculare. 

Course and treatment: not treated. 


Discussion 


Dr. Davin Bioom: I had under observation a pa- 
tient with similar lesions which, after about 16 
years, started to become increasingly indurated. 
The pathological examination confirmed the clinical 
diagnosis of mycosis fungoides. 

Dr. Maurice J. Cosretto: I want to agree with 
We have presented half 


= vasculare atrophicans is the various independent 


3 _ sites of the development of these lesions. 
= a type of mycosis fungoides which Dr. Cipollaro 


There is 


= and I have presented which we referred to as the 
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telangiectatic type, looking like parapsoriasis, ex- 
tremely resistant to x-rays, showing the picture of 
a patient with what you see here. 


Dr. EuGene T. BERNSTEIN: In my estimation 
the morphologic attributes are those of parapsoriasis 
en plaque. I would tend more toward the diagnosis 
of premycosis fungoides. Of course the Jacobi 
poikiloderma is very difficult to exclude, but to 
me the eruption is too much dispersed in sharply 
circumscribed, round patches. Concerning the breast 
lesions, there must be some pressure of friction 
which additionally elicits this type of lesion. To 
find specific clues of mycosis fungoides in the 


> eel picture is not yet to be expected. 


Dr. Irwin Kanror: I saw this patient originally, 
and my impression was, with Dr. Costello and Dr. 
~ Bloom, that this was possibly a poikiloderma over- 
_ lying mycosis fungoides. It has been well reported 
ee the literature that poikiloderma can precede 
- mycosis fungoides. Right now she has poikiloderma. 
| Wha she will develop I do not know. The 
- pathology does not show mycosis fungoides as yet. 


By Diagnosis: Bromoderma. Presented by Dr. LEs- 


LIE P. BARKER for Dr. LILIANNA SAUTER. 


The patient: a Negro woman, aged 23. Sites, the 
face and extremities; duration, eight weeks. 


_History: The patient was admitted to the medi- 
cal service of St. Luke’s Hospital in January, 1959, 
because of “furunculosis” and was treated with 
penicillin unsuccessfully. | 


While at the hospital, the patient was seen by 
the Dermatology Service, and the diagnosis of 
bromoderma was made. At that time she presented 
multiple large pustular lesions on the legs, forearms, 
and a few small lesions on the face. Some of the 
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pustules were ruptured And revealed granulomatous 
bases. 


Subsequently we obtained the following history: 


The patient was taking Nervin for the past three — 


years intermittently. However, the last three weeks 
prior to the admission she had taken it regularly, 
two teaspoonfuls (570 mg. of bromide) daily. 
Nervin consists of Triple Bromide. (K*, Nat, and 
NH:* bromide). She has had mild acne vulgaris 
since the age of thirteen, and has had diabetes 
mellitus since 1949. Thyroidectomy in July, 1959, 
because of repeated thyrotoxic crises. 


Laboratory: On admission the blood sugar was 
not elevated and there was no ketonuria or glyco- 
suria present. W.B.C. were 6,300; bromide level 
of the blood 52 mg. %; the plasma chloride was 
within normal limits. 


Biopsy: The epidermis is unremarkable. Dermis 
contains lymphocytic infiltration in perivascular 
regions and around the follicle. Some fibrosis and 


foreign-body giant cells are also seen in this layer. 


Diagnosis: Skin of leg showing chronic inflam- 
mation and foreign body reaction. 

Course: Orally the patient has received 6 gm. 
of sodium chloride daily, with consequent decrease 


of the bromide level of the blood to 16 mg. %.~ 


Locally she was treated with wet dressings and 
bacitracin ointment. 


Discussion 


Dr. Lestie P. BARKER: Do any of the members 
have suggestions for treating these cases? 


Dr. ALEXANDER A. FISHER: This patient is re- 
ceiving sodium chloride, which is an excellent way 
of ridding the body of bromides. Recently nicotinic 
acid has been advocated in bromodermas and iodo- 
dermas if sodium chloride fails, and that seems to 
have a very marked effect in certain types of 
bromide eruption. The dose is approximately 100 
mg. three times a day. (Barefoot, S. W.: Nicotinic 


Acid as Agent for Counteracting Iodine Aggrava- — 
tion in Acne Vulgaris, A.M.A. ArcH. Dermat. 71: 


528, 1955; Feinblatt, T. M., and Ferguson, E. A., 
Jr.: Sedation Without Side-Effects by Use of 
Niacin Hydrobromide, New York J. Med. 52: 
2017, 1952.) 


Dr. LILIANNA SAutTER: The abnormal but rela- 
tively low bromide level of this patient is con- 
sistent with the diagnosis of bromoderma cutis. 
Some authors feel that there is no direct relation- 
ship between blood bromide level and cutaneous 
manifestation. Hodges (Hodges, H. H., and Gil- 
mour, M. T.: The Continuing Hazard of Bromide 
Intoxication, Am. J. Med. 10, 459, 1951.) reported 
on 36 patients with bromide toxicity whose blood 
concentration of bromide averaged 154 mg. %. 
None of the patients had a bromide granuloma, and 


- 








1 


ay Se iia ts Bcd PN Ts Ns ae 
CIETY 1 raxsacri ESEE 


hay 149% of them had Telon skin lesions. 
Therefore, an excessive high blood level of bromide 
is not necessary to produce skin eruption. In fact, 
von Oettingen (von Oettingen, W. F.: Poisoning : 


_ A Guide to Clinical Diagnosis and Treatment, New 


ree sities Paul B. Hoeber, Inc., Medical Book Depart- 


spindle-shaped, 


. a of Harper & Brothers, 1952.) feels that skin 


manifestation is most likely to appear when the 
blood bromide level is relatively low, as it was in 


our patient. 


This patient was given six grams of sodium 
chloride orally per day. Over a period of six weeks 


of this treatment, the blood bromide level decreased 


gradually and the skin lesions improved dra- 
matically. 


Boeck’s Sarcoid with Clinical Resemblance to 
Secondary Syphilid and Favorable Response 
to Corticosteroid Therapy. Presented by DR. 
S. IrGANG. 


Duration: Six months; history: A Negro man, 
aged 26, presented a generalized symmetric asymp- 
tomatic eruption which consisted of pinkish-red 
pinhead to match-head sized slightly scaly papules. 
The smaller lesions simulated a folliculopapular 
syphilid. The scalp, palms, soles, and oral cavity 
were free. The posterior auricular lymph nodes 
were enlarged. The liver and spleen were not 
palpable. 

Laboratory examination: The serologic tests for 
syphilis were negative on two occasions. An in- 
tracutaneous injection of 0.1 cc. of old tuberculin 
in dilution of 1:100 was negative. Serum albumin 
was 3.65 gm. % and globulin 3.35 gm. %; serum 
calcium 11.3 mg. % (test done two weeks after 
beginning corticosteroid therapy). Sections stained 
for Treponema pallidum were negative. 


= Histologic examination disclosed a densely 
cellular granuloma in the superficial cutis; it was 
particularly evident in the perifollicular regions. 
Except for a single “naked” epithelioid tubercle, 
the infiltrate was distributed diffusely. It was com- 
posed almost entirely of atypical epithelioid cells, 
the deeply stained nuclei of which were chiefly 
and their granular cytoplasm 
strongly acidophilic. Since these cells were closely 
aggregated, their form was not discernible, al- 
though on rare occasion they appeared fusiform. 
A single Langhans giant cell was noted. The rest 
of the cellular infiltrate consisted of relatively few 
lymphocytes, some of which were scattered among 
the epithelioid cells and the others were arranged 
perivascularly. A small focus of necrosis was ob- 
served on one occasion in the perifollicular region. 

Treatment: No result was observed after 10 


- daily injections of procaine penicillin for a total 


of 6,600,000 units. 


There was no result with isoniazid therapy after 
two weeks (200 mg. daily in divided dosage). It 








was then combined with prednisone orally 5 mg. 
T.I.D. for two weeks, and then given B.L.D. for ~ 
three weeks. The eruption was resolving well after 
the first week, and, after five weeks of treatment,  ~ 
active lesions were present only about the wrists. zs 
and on the back of the hands. om 


f pr~ 
é 1 
~ 
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Discussion ae 


Dr. Maurice J. CosteLLo: The more I see of 
the cutaneous manifestations of sarcoid the more I 
believe that they can simulate almost any dermatosis. a 
Of course, if one looks at the lesions on the face, — A 
they look like lupus erythematosus, but the papular 
lesions on the body would be against that diagnosis. — Be 


Ulcerative sarcoid lesions are not uncommon. The — a 
other day at a conference in Bellevue I presented — Ee 
a patient who fooled people who had seen a great _ E 
deal of leprosy through the years. The ulcerative | a 
sarcoid eruption can simulate leprosy strikingly. — 5 
There can be even foreshortening of the fingersi è y 
and deformities of all kinds, and then again there 
is a type that Dr. Irgang so well described, the 
papulonecrotic type of ulcerative sarcoid. As far a a 
as the treatment is concerned, I don’t think that ~~ 
the steroids should be used because of the danger | 
of a rebound phenomenon later on. If the patient 
is having extreme respiratory distress, and you | 
want to get him over the hump, it is permissible to - 
use the steroids for a short period of time, but _ 


-s 


otherwise I think there is no adequate treatment F 
for sarcoid at the present time Ss 
Dr. Davin Bioom: Clinically a diagnosis of pity- a 


riasis rosea in a Negro patient could be ventured. ia 
The definite histologic diagnosis of sarcoid has to a 
be recognized as such. This type of sarcoidosis is as = 
that seen in white individuals, in contradistinction — ae S: 
to the sarcoidosis usually seen in Negroes, which i isa A 
I believe, an attenuated type of tuberculosis. a 


Dr. S. Ircanc: I agree with Dr. Costello re- 
garding the clinical similarity of Boeck’s sarcoid i 
to a variety of dermatoses. On admission a diag- ae 
nosis of a secondary papular syphilid was made, 
but the serologic tests were repeatedly negative, 
and there was no response to penicillin therapy. As 
diagnosis of Boeck’s sarcoid was based on the © 
anergic response to tuberculin, the hyperia ia | 
bulinemia, and the histologic findings, even though 
the latter were atypical. Histologic examination — 
disclosed a perifollicular focal area of caseous , 
necrosis and a massive infiltrate of epithelioid cells 
which was limited to the upper half of the cutis. 
The epithelioid cells were atypical as to form and — ; 
staining properties, and they had a predilection for 
the perifollicular regions. Sections stained for $ 
Treponema pallida and tubercle bacilli were nega- p 
tive. An excellent therapeutic response was ob- Fe sE 
tained with relatively small doses of prednisone. E 
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sis: Generalized Telangiadiatta: Pre- | 


E Seated by Dr. Irvine L. MILBERG. 
ig History: The patient is a 56-year-old white 
KA -woman who presented herself at Beth Israel Hos- 
Ee pital Dermatology Clinic, with a chief complaint of 
. _ widespread “rash” of three years’ duration. General 
4 history was negative except for an intermittent, 
-ill-defined pain in the chest. There were no symp- 
toms related to the skin eruption. Questioning re- 
=~ vealed no history of any ingestion of drugs. 
oe o Physical examination revealed a well-developed 
woman in no acute distress. On the face, chest, 
3 back of neck, extending onto the scapular area, and 
on the upper and lower extremities, there were 
Ee pevily-limited areas of marked telangiectasia. No 
i. edema nor pigmentation was noted, but there were 
~ Some areas which showed evidence of purpura. 
Consultation with the endocrine, medical, and 
_ hematological clinics revealed nothing except for a 
ah - suggestion that patient be hospitalized to rule out 
L _ internal telangiectatic involvement. 
S Laboratory findings: Hemoglobin 12.5 gm.; 
R.B.C. 4,450,000; W.B.C. 13,000: 67% poly- 
y _ morphonuclears, 27% lymphocytes, 6% monocytes; 
- Platelets 220,000. 
Pathological examination: basophilic degenera- 
sg _ tion of elastica and telangiectasia. Patient presented 
_ for diagnosis and suggestions for therapy. 


ri 


Discussion 


Dr. NorMAN ORENTREICH: This patient was 

a first seen by me three years ago. She had been 

_ taking oral estrogenic therapy since 1936. I ques- 

a tioned her again this evening and she states she 
still is taking oral estrogens on a daily basis. She 
has been doing this consistently for over twenty 


ý 
s 

oa ~- 
es 


years. I feel this may be responsible for her 
telangiectasia. 

a Dr. Leste P. BARKER: What kind? 

= DR OrentretcH: Various kinds. 


= Dr. Barker: Has anyone ever seen this fol- 
lowing estrogen therapy, following any therapy? 


a Dr. ArTHUR B, Hyman: I have not seen any- 
_ thing like this case, and I doubt whether the pro- 
longed use of estrogens has anything to do with 
a _ the development of the eruption. It would seem to 
me that this case belongs, at least in broad lines, 
= to the group of acrodermatitis chronica atrophicans, 
E although this is not acral and there are many 
e differences from the variety that we see. The 
Pe woman has a glossy skin over the legs and the 

= veins are outstanding; telangiectasia is more exag- 
i = gerated than one usually sees in acrodermatitis. 
= The cause of this, too, is unknown. 


Dr. CHARLES Wo Fr: I ascertained that she has 
__ been exposed to sun a great deal. In fact, she had 
= on several occasions during the years erythema 
— solare of a mild degree. I was wondering whether 
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hypogammaglobulinemia. I suggest ey from that 


point of view. 


Dr. ALEXANDER A. FisHer: I wonder if we are 
not dealing with a nevoid condition, possibly some- 
thing that would be put in the group of angio- _ 
serpiginosa group. | 

Dr. BARKER: I also questioned her about her 
sun-bathing. She says she had some very bad — 
sunburns but not in recent years. Lf 


Dr. Irvinc L. Mirperc: We had conceal f 
acrodermatitis but we could find no evidence of — 
atrophy or edema in this patient. I was not able 
to get a history of estrogenic intake. The mi a 
thing I can add is that this patient had shock i 
treatment for a psychotic episode. I don’t know | 
what relationship this might have to this type of 
telangiectasia. ý 
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Diagnosis: Cheilitis Exfoliativa. 
Dr. ALEXANDER W. YOUNG JR. 
History: The patient is a 42-year-old Negro ind 

man. His condition began six years ago. Since 

this time he has had many local and systemic | 
medications, without response. The disorder of his 

lips is apparently accompanied by pain and burning. 

Over the course of observation at the Dermatology i 

Clinic at St. Luke’s, a period of six weeks, both 

lips were noted to exfoliate in large flakes, leaving a 

a reddened and slightly fissured surface. The | 

process has been repeated several times. A mucoid j 

exudate appears under the surface of the scales. | 


Past dermatological history is essentially nega- 
tive; however, the patient was treated for syphilis 
adequately about 15 years ago. Family history re- 
veals eczema in one sister. Patch tests, dental 
work-up, search for foci of infection have been 
negative in the past (by history). The drug history 
is negative; the patient neither smokes nor drinks. 

Examination : A large scale, enveloping the whole 
lip (upper and lower), is attached at the outer 
portion while free on the inner surface. A yellow 
mucinous discharge lies under the scale. 


Laboratory: X-ray of chest and sinuses: nor- 
mal; CBC: normal (W.B.C. 4,500 and 5,000) ; sed. 


rate, normal; urine, normal; STS, negative. 32 a 


Course: Initial treatment included x-irradiation — 
to a total dose of 300 r, in divided doses, without a 
response. Vitamin A and Gantrisin gave some re- ©; 
lief for a period of two weeks. Investigation far 
foci of infection and culture for bacteria are now z > 
on order. ; 








Discussion 


Dr. ARTHUR B. Hyman: I think it is well worth | 
doing a biopsy. In some of these cases there are 
granulomatous infiltrates, sarcoid-like infiltrates, to 
explain the persistent swelling of the lips. _ 
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es Sa very important procedure in people who have 
atai keratoses of the lower lip. It is often done 
sowaith However, one of our pa- 
tie its “who tad id the cheilitis exfoliativa had a 

c eiloplasty performed which I don’t think was 
; extensive enough. It improved her condition 
t 50%. There is not any adequate medical 






ve zj aabt dematitis. 
i: = Dr. Epwarp H. MaxpeL: I am anxious to know 
; whether anyone has used injections of hyaluronidase 
fe in these lesions. It has been reported. 
Dr. Costetto: We have used that with poor 
esults. 
Dr. Davin Bioom: As no specific beneficial 
f. therapy is available for this condition, I would 
suggest that attention be given to the teeth, which 
in this patient are in very bad condition. 
Dr. A. W. Younc Jr: This disorder is not seen 
-= too frequently, and always presents a problem for 
- treatment. Our patient has been investigated from 
all aspects over the past 4 to 6 weeks: blood 
-chemistry examination, blood count, S.T.S., dental 
consultation, local sensitivities. As yet there is no 
answer; however, I believe one is always struck 
_by the particular personality of patients suffering 
from this disorder. Further investigation along 
these lines may provide a clue, possibly a better 
i oriented plan for treatment. 


iss Diagnosis: Tuberculosis Verrucosa Cutis. Pre- 
E -sented by Dr. LesLIE P. BARKER for Dr. HER- 

3 u KRAUT. 

_ The patient: a 58-year-old while male dock 
£ builder. History: There was an onset one and one- 
id half years ago of a warty papule on the dorsum 
5 of the left hand; the lesion spread, and new lesions 

appeared in ste same area. Secondary infection 

Socair. 

Examination: On the dorsum of the left hand 
are several papules and plaques which are elevated, 
i -papillomatous, and hyperkeratotic, with some cen- 
_ tral erosin and crusting. 

= Laboratory studies: Skin tests were done, with 
results as follows: 1:100,000 tuberculin, negative; 
= 1:10,000 tuberculin, positive; coccidiodin, negative; 
Ee _ blastomycin, negative; chest x-ray showed no ac- 
x _ tive pathology; blood Wassermann, negative. 

Biopsy: S59-338 from the dorsum of the left 
hand showed an irregularly thickened epidermis. 

In the cutis were scattered giant cells with sur- 
oe = rounding epithelioid cells and lymphocytic in- 
3 filtrate. Areas of polymorphonuclear infiltrate were 
present. Acid-fast bacilli could not be found. 

Diagnosis: chronic granulomatous inflammation. 












































Discussion 


Dr] Evcene iig BERNSTEIN : This is unequivocally 
The presented 
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case Pe sal to a very interesting variety ee ribed — 
by Paltauf (Arch. Dermat u. Syph., 1886, p. 19). 
This extensive variety of tuberculosis verrucosa 
due to inoculation from without, exhibits lesioned : 
on the dorsal surface of the hand. The lesions — a 
might spread up the forearms. They occur as 
single and multiple circumscribed, coin-sized to a J 
palm-sized plaques which have an ovoid or scalloped y. 
outline. The brownish-red color, fine-pointed E 
vegetations, crusted pustules, accompanied by — a 
verrucose lesions, from which pus may be expressed, — 
are the characteristic features of this variety. n 
Healing occurs with smooth and scaling scar, and 
the lesions of this type affect people with pulmonary 
tuberculosis who wipe their mouths with the backs 4 
of their hands. This type of eruption closely — 
simulates serpiginous syphilis and leprosy. Dre 
Baker should be complimented for showing this ag Ss 
case, because tuberculosis verrucosa cutis is usually 
characterized by one warty lesion, the common type _ 
being the anatomic tubercle or postmortem waste 
which is termed verruca necrogenica. The case is E: 
instructive for students who have the notion thats 
tuberculosis verrucosa cutis usually remains single 
and is seen only in persons engaged in tn j 
animals or dissection of cadavers. D 
Dr. Aprtan NeuMANN: I wonder whether treat- 
ment with Finsen light could not be tried in this — Eo 
case. Ss d 
Dr. Maser G. SILVERBERG: I think the diagnosis _ = 
will rest on the therapeutic test. If it is tuber- — E 
culosis, it certainly should respond to isoniazid or 
possibly isoniazid with streptomycin. . a 
Dr. CHartes Miter: The histologic features of Pi: 
the slide in this case are those of tuberculosis E- 
verrucosa cutis. gr. 


Dr. SAMUEL IrGANG: In view of the lack of 
tuberculin hyperergy and the circinate character of 
the eruption, I believe that a tertiary syphilid 
should be ruled out. 


Dr. Dav Broom: This lesion looks like tuber- 
culosis verrucosa cutis. Nevertheless, because- of 
the one lesion which has this serpiginous, circinate 
configuration, I would agree with Dr. Tree N 4 
Despite the negative Wassermann, this patient a 


should get a therapeutic test with penicillin. Bers 
Dr. BARKER: Have you ever seen a verrucosa He E 
type granuloma in tertiary syphilis? | a 
Dr. Biréom: Some of these lesions may angial oer 
in syphilis, I believe. A 


Dr. BARKER: I have never seen syphilis produce i 
verrucous gummi, 4S 


Dr. HERMAN GoopMAN: At City Hospital a man — 
lived there for years and years with the cuban 
culous type of skin eruption. He was brought twice 
a year for the students. Somebody made a mistake _ 
of giving antisyphilitic treatment. The lesions 
cleared completely. That was 45 years ago. 
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Dr. Maurice J. CosteLLo: I agree with the 


= diagnosis of tuberculosis verrucosa cutis, which is 


very often contracted in the manner mentioned and 
sometimes from the sputum cups. I think he will 
do best if he receives dihydrostreptomycin injec- 
tions. That is the most rapid form of effective 
treatment. It is, of course augmented by the 
isoniazids and aminosalicylic acid (PAS). 

Dr. Hersert Kraut: When this patient first ap- 


a _ peared at the clinic, the lesions were secondarily 


infected, and it was only after topical antibacterial 
treatment that the true nature of the lesions could 
be determined. The fact that the 1:100,000 tuber- 


_ culin test was negative might not necessarily 


reflect the true state of affairs. Tuberculin, par- 
ticularly in the weak solutions, is not a very stable 
product. This sort of test would need to be done 
several times with fresh tuberculin in order to be 
absolutely certain that the patient was anergic to 
that dilution. Repeated tuberculin tests were also 
negative. It is also of interest that no tubercle 
bacilli were seen on acid-fast stains of the biopsies. 
However, in tuberculosis verrucosa cutis it is not 
uncommon for tubercle bacilli to be absent on this 
sort of search because of the marked allergy and 


immunity of the patient, which destroy the bacilli. 
= The blood serology was quite definitely negative, 
= but we will in the future give the patient a course 
= of penicillin to observe what the effects of this are, 
and we will then follow this with a course of 








antituberculous therapy. However, I think it is 
of interest that the patient is a carpenter who 
works particularly on the construction and demoli- 
tion of docks, and one interesting feature of this 
case might be the localization of the lesions at the 
site of trauma, a break in the skin which sub- 
sequently became infected. He has had a chest 
x-ray which showed no active pathology, and he 
might have an exogenous rather than an endogenous 
infection. 


Case for Diagnosis: Disseminated granuloma 
annulare? Presented by Dr. E. MANDEL for 
Dr. Y. P. Kr. 


The patient is a 28-year-old Puerto Rican man. 
History of present illness: The skin lesions de- 
veloped about 3 months ago on the left scapular 
area with papular, erythematous, scaly eruptions 
and intensive itching. Thereafter, similar lesions 
developed on other body surfaces; also with itching. 


Physical examination: There are various-sized, 
thaculopapular, squamous, and lichenoid skin lesions 
with an intensive itching sensation over the left 
scapular area, about the size of a palm. Buttocks, 
dorsum of left hand, thumb, and penis show 
multiple and fingertip-sized lesions. 


Laboratory: urinalysis: Sp.g. 1.020, alk., alb. 
and sugar neg.; micr: RBC neg., WBC rare, 
casts neg. CBC: Hemoglobin 15.5 gm.; WBC 
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LA ORCUIVES OF. DERMATOLOGY 
6,300: segment nuclears 58%, bands 4%, lyinphosie 
cytes 32%, eosinophils 4%, basophils neg., mono- 
cytes 2%. Blood chemistry: blood urea nitrogen 
17 mg. %, fastina blood sugar 70 mg. %, total 
protein 7.2 mg. %, A/G 4.1/3.1. Results of STS 
were, qualitative: Wassermann, 3 positive; Kahn 
4 positive; Mazzini 3 positive. Quantitative re- 
sults: Undiluted, 3 positive; diluted—2 :30, 4 pos.; 
1:20, 2 pos. 1:30, 1 pos. 1:40, 1:50 pl. per min. 
1:60, neg. 

Results of biopsy studies were: Slide #135957, I 
and II: Chronic dermatitis, nonspecific ; no evidence 
for lichen planus or prurigo nodularis. 

Course and treatment: Receiving penicillin in- 


jections I.M. for syphilis. No remarkable change — 


in lesions, 
Discussion 


= Dr. ArtHur B. Hyman: I do not see on what 
clinical grounds the diagnosis of granuloma an- 
nulare was made. The lesions of granuloma an- 
nulare are composed of symptomless, flesh-colored 
or pink papules. Here poorly demarcated erythema- 
tous plaques are seen with not the slightest re- 
semblance to granuloma annulare. In the absence 
of a biopsy, which would be the only possible way 
of making such a diagnosis in this case, I cannot 
accept the diagnosis. 

Dr. LesLie P. Barker: Did anybody suspect 
a papular sarcoid in this patient? 





a 


Dr. Maurice J. Costetto: I thought it looked — 


like papular sarcoid. Around the lesion were a 
number of satellite lesions, not at all unlike 


lichenoid sarcoid. A lesion on the hand looked 


very much like it. One would also have to think of 
the possibility of the tuberculoid type of leprosy. 
However, the plaque on the left shoulder ‘was a 
little too infiltrated, but that diagnosis would have 
to be entertained. Another feature in favor of 
sarcoid was enlargement of the cervical nodes. 


Dr. ALEXANDER W. Young JR.: My first impres- 
sion was sarcoid, especially in considering the lesion 
at the hair line. This condition does not show the 
primary lesion to be found in granuloma annulare. 


Dr. Eucene T. Bernstern: I think it is a 
sarcoid reaction to his syphilis. Leider and I pub- 
lished a case of syphilis which showed typical at- 
tributes of sarcoidosis. This patient might have a 
basic syphilis showing the so-called id reaction of 


(43> . 
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sarcoid to his systemic syphilis. Sarcoidosis is today - 


regarded as a granulomatous reaction to syphilis, 


tuberculosis, and leprosy. Why is there no sarcoid — 


reaction to his syphilis for which he receives 
penicillin injections? Has he any syphilis? 
Dr. LesLie P. BARKER: He has syphilis. He has 


received penicillin. er 


Dr. BERNSTEIN: The only thing is to take a 









: a cs pees Peck: I don’t see how the question 
of sarcoid-like syphilitic reaction comes into ques- 
_ tion. First of all, the man has been adequately 
hi treated. This is of recent origin, and there is no 
-history of a primary lesion. The question of sarcoid 
is well worth considering. When you touch this 
= man’s lesion, he winces. He says it is extremely 
painful and makes him sick all over. That is very 
i significant. When you look at the individual lesions 
us they are papules, almost skin-colored. I too would 
hesitate to make a diagnosis of either granuloma 
~ annulare or sarcoid unless I had histologic con- 
- firmation. We have no confirmation here for either 
diagnosis. I think the large patch that you see is 
_ due to rubbing and scratching. 
Dr. Maurice J. Costetto: I wanted to know 
whether there was any cutaneous anesthesia. 
Dr. E. Manner: The lesions were not tested 
for anesthesia. The reason the diagnosis of dis- 
_ seminated granuloma annulare was made was based 
be on a previous case which had been seen with 
lesions identical to these. The lesions in the other 
~ patient were confirmed histologically as being 
= granuloma annulare. The lesions of granuloma an- 
- nulare can appear in two forms: as plaques and as 
discrete nodules, quite similar to the lesions of this 
_ patient. However, we were unable to confirm this 
_ diagnosis histologically. There is no histologic sup- 
= port for the diagnosis of sarcoid. 


_ Chondrodermatitis of the Anthelix. Presented 
by Dr. A. W. Younc Jr. 

‘Duration: four months; site, anthelix of the right 
ear. 

History: The patient is a 67-year-old white man. 
The onset of the nodule of the ear was sudden and 
-was preceded by a scratch. There has been no 
: pain. The initial treatment consisted of local ap- 

plications of bacitracin ointment over a period of 
~ one month without effect. At the end of this time 
a biopsy was performed. 
~. Medical history discloses diabetes mellitus, which 
_ the patient has had for some time and which is now 

well controlled with tolbutamide (Orinase). A re- 
_ cent hospitalization (1958) for bronchopneumonia 
-~ and complete physical examination led to a diag- 
mosis of arteriosclerotic heart disease (minimal 


E findings). 
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Examination: There is a T p oMa on ‘teas E ; 
anthelix. Just below this is a circumscribed, fag a 
lesion having a central crust. There is surrounding — ot 
chronic inflammation. 

Laboratory: Recent CBC and urine examina- 
tions were normal; fasting blood sugar was 136. 

Biopsy: In the lower cutis is a section of eit 4 A 
lage. In the surrounding cutis the blood vessels — 
are dilated and their walls markedly thickened. — Ez: 
There is hemorrhage. In the upper cutis is. ae & 
similar vascular reaction and a fibroblastic i 
filtration. There is marked basophilic degeneration, n 
The epidermis is thinned and covered by a densely wi 
laminated horny layer. mi ki 
Diagnosis: Chondritis with granulation tissue. 
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Discussion ae 

Dr. MABEL G. SILVERBERG: I would like to sug- 
gest the diagnosis of a senile keratosis. E 

Dr. E. ManpeL: Palpation of the lesion did not 4 
elicit any tenderness. 

Dr. LesLIE P. BARKER: Do you believe Aande A 
dermatitis can occur on the anthelix? ee: 

Dr. Maurice J. Costetto: This is exactly the 
location where nodular chondrodermatitis chronica 
occurs in nuns, caused by pressure of the bonnet, 436 A 
etc., on the anthelix. It also occurs in telephone Ee 
operators. It disappears when the receiver is used oe 
on the opposite ear, only to appear on that ear 2 
after a time. All patients need not have pain. The 
only time they have pain is when there is a spur © as 
of cartilage at the site of the Darwinian tubercle. ý 

Dr. BARKER: Have you ever seen this before 
on a man? sje 

Dr. CosTELLO: I never have. 

Dr. ALEXANDER W. Young JR.: This case was 
presented because the nodule occurring on the 
anthelix in a man is uncommon. Diagnosis of 
keratosis, epithelioma, and gouty tophi are ruled =~ 
out by the microscopic examination. In our studies 
of other cases, this type of lesion may be differen- _ is 
tiated pathologically and clinically from the — 
chondrodermatitis nodularis chronica helicis of 
Winkler. 


Vascular Ulcer of Foot, Treated with Ultrasound. Presented 
by Dr. Samuet M. Peck for Dr. Irwin KANTOR and ; 
Dr. SANTO CHIANTELLA. 

Case for Diagnosis: Macular Atrophy; Multiple Benign 
Tumor-like New Growth of the Skin? Presented by Dr. 
ALEXANDER W. Young for Dr. LILIANNA SAUTER. he 

Kaposi’s Sarcoma, Presented by Dr. E. MANDEL for Dr. 
Y. P. Kim. 
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$ Blastomycosis. Presented by Dr. J. Lowry 


MILLER. 


The patient is a Negro woman, aged 33; her 
complaint, moist lesions over the left mandible of 
5 months’ duration. 

History: The patient was in excellent health 
until Aguust, 1958, when she noted a small tender 
lump under the left mandible, which slowly grew 


op of in size despite oral antibiotics. Shortly thereafter, 
= she noted another lump developing on her left 
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breast. Having resided in Greensboro, N. C., until 
iiA 1958, she returned there in September, 
_ 1958, and consulted her family physician, who ex- 
- cised both lesions. The pathological reports re- 


Sa vealed chronic abscesses with occasional giant cells 
=- seen. Both lesions healed, but in December she 


“noted crusting of the mandibular lesion which grew 
in size. She returned to New York and was re- 
ferred to the Medical Center in January, 1959. At 
- that time there was a 3X 1 cm. elliptical, granu- 
lomatous, heavily crusted lesion running parallel to 


_ the lower border of the left mandible. The edge of 


-~ the lesion was elevated and studded with minute 
abscesses. The remainder of the history and 


that 


a la 


A. 


‘Sy 


* 
Be ke 





_ physical examination was unremarkable except that 
the left breast revealed a well-healed 2.5 cm. scar. 
Description: A lesion two by one-half inches on 
e left lower jaw is now healed with a little 
ae redness and a very slight keloidal scar. 
Laboratory: The hemogram was normal with an 
ESR of 10. The urinalysis was negative. The 
ierblogic tests for syphilis were negative. Roent- 
-genograms of the mandible, chest, skull, long bones, 


= and vertebrae failed to reveal any infiltrative or 


destructive processes. Culture of the mandibular 
lesion revealed Blastomyces dermatitidis. Cultures 
_ of the urine and gastric washings revealed Candida 
albicans. The complement fixation test for Blasto- 


_myces was negative. Intradermal skin tests were 


negative for Blastomyces, with histoplasmin and 
Old Tuberculin. The coccidioidia test was equivo- 
cal. 

Biopsy: Sections stained with hematoxylin and 
-eosin revealed tuberculoid granulation tissue with 


-~ many thick-walled, double-contoured spores. 


Course: On Feb. 13, 1959, the lesion was 
, thoroughly curetted and then desiccated. Sub- 
sequently it has been treated with Neosporin 
powder. 


Discussion 


Dr. EUGENE T. BERNSTEIN: I thought the treat- 
ment was excellent and the result was very wonder- 
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ful. I never knew that one can get such good 
results with such simple methods. 


Dr. Freperic Moms, Madison, Wis.: I have 


been invited to discuss this case of blastomycosis — 


from the standpoint of chemosurgery. I have re- 
moved seventeen such lesions without recurrence, 
except in one case in which the granuloma re- 


curred at the edge of the scar on the nose. Most 


of these patients were treated ten to twenty years 
ago, and I have seen few lately. Apparently, the 


newer treatments are controlling the disease in 


most cases. However, I think that the chemo- © 
surgical approach should be kept in mind in cases’ @ 





4 


in which there is resistance to the usual drugs. _ ae 
There is no need for following the progress of | 2a 
excision with frozen sections since the cauterized | 


blastomycotic tissue is readily visible grossly. 
Dr. CHARLES WoLfF: May I ask the presenter 


to tell us how deep the lesion was? Originally in © 


the “good old days” blastomycosis was considered 


a serious disease, recalcitrant to treatment, and- 


here with a simple method of approach a rather 
favorable result has been obtained. We used to 
give them potassium iodide. 

Dr. J. Lowry Miter: In answer to Dr. Wolf, 
I would say approximately one centimeter. She 
had had one lesion excised from her chest, which 
healed without recurrence. The lesion on her face 
had recurred. A considerable amount of discus- 
sion was had as to how to treat this patient. 
We did every test possible to determine if there 
was any evidence of internal blastomycosis, which 
we were not able to demonstrate. She had a nega- 
tive complement-fixation test which in itself speaks 
for a better prognosis and we talked to George 
Lewis about it. He was under the impression 
that we might try local therapy. Of course, we 
could use amphotericin. However, there have been 
a number of reactions to amphotericin. Some of 
these have been fatal. For that reason, particu- 
larly as the woman was in excellent health, we 
preferred, if possible, to produce a cure by local 
therapy with the simplest method that could be 
used. We treated the lesion quite thoroughly, with 
deep curettage and electrodesiccation. I think she 
has a nice result. We were afraid because of her 
race that we might run into serious keloid forma- 
tion, but we were fortunate in that, and apparently 
have not run into keloid formation. 

I think it is an open question as to which type 
of treatment to choose, but if you have a localized 
lesion with no evidence of internal involvement of 
blastomycosis the method of treatment is the one 
we have used. That is our reason for presenting 
this woman tonight. 








Š ti Dr TT J. CosteLLo: To add societies 
to that, I assume that the presenter thought that 
this lesion was localized to this area. I don’t see 
how: one can be sure of that, but if he were sure 
ye tt was localized to this area, I see no reason why 
is amphotericin B in procaine solution infiltrated 
into the skin would not be effective as done by 
Dr. DeFeo and me in the treatment of chromo- 
ži - blastomycosis. One can inject into a localized area 
Ra much more concentrated solutions than ean þe 
injected intravenously without toxic reaction. 


Bi 
_ Essential Shrinkage of the Mucous Membranes. 
Presented by Dr. HELEN O. CURTH. 


The patient is a Negro woman, aged 56; 
_ complaint, impaired vision of four years’ ot 















= History: Six years ago the patient noted the 
A earánce of pruritic vesicles on the inner aspects 
of the thighs. These disappeared after about one 
month. Subsequently the patient had recurrent 
arpide of vesiculation, involving, at various times, 
the back, extensor surfaces of the extremities, 
Peinicoubital fossae, neck, and inner thighs. Each 
i exacerbation lasted four to six weeks and was 
-followed by complete remission. 

Four years ago the patient noted the onset 
of a persistent nonproductive cough, throat irri- 
tation, and occasional episodes of hemoptysis. She 
also noted occasional irritation of the oral mucosa. 

For the past four years the vision of both eyes 
has gradually decreased—associated with “skin 
growing over her eyes”—until at the time of ad- 
-mission there was only minimal vision in the right 
eye and no useful vision in the left. 
=- Over the past three years there was also in- 
creasing hoarseness and dysphagia with a con- 
comitant weight loss of 50 pounds. 

The patient was admitted to Presbyterian Hos- 
pital on Dec. 15, 1958. 


Description: The vital signs were normal. There 
was complete symblepharon of the temporal half 
of the right conjunctiva and cornea, associated with 
temporal trichiasis. There was total symblepharon 
with an opaque cornea of the left eye. There 
were multiple, small, superficial ulcerations of the 
nasal mucosa. There were superficial ulcerations 
on an erythematous base involving the gums and 
hard palate. There were macular, depigmented, 
atrophic areas scattered over the left antecubital 
and right supraclavicular areas, the back, and 
inner aspects of both thighs. The genital labia 
were completely conglutinated. A large uterine 
mass was felt both rectally and abdominally. 


Laboratory examinations: The hemoglobin was 
~ 12.6 gm. '%. The white blood count was 7,200 with 
~ a normal differential count. The urinalysis was 

negative except for 1+ albumin. The erythrocyte 


tis VAY 


3 entation rate was 33 mm. per hour. 
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-= The serologic tests a syphilis were newts Fe 
The blood urea nitrogen was 14 mg. %, and fast- ie 
ing blood sugar was 95 mg. %. The alkaline 
phosphatase was 8 units. There was a negative 
cephalin flocculation test, a thymol turbidity of | 
3+, and normal electrolytes (Na, K Cl, COmae 
A protein electrophoresis pattern showed : albumin, 
3.7 gm. % (control, 4.9 gm. %); a, 0.2 gm. %o a 
(control, 0.3 gm. '%); a, 0.6 gm. % (control, 
0.6 gm. %); B, 0.8 gm. % (control, 0.7 gm. P); E 
y, 1.8 gm. % (control, 0.9 gm. %). . te 
Multiple stool specimens varied from negative 
to 44+ guaiac. Two examinations of the sputum 
for acid-fast bacilli were negative. A roentgeno- ag 
gram of the chest was negative except for det 4 
formity of the tracheal air column. A flat plate is 
of the abdomen showed uterine fibromata. A © 
laryngogram revealed tracheal stenosis measuring 4 $ 
1.5 cm. in length and 0.5 cm. in the transverse R ee 
at the level of C-7. There was also asymmetry A E 
of the pyriform sinuses. The esophogram was — 
normal. hi A: 
Biopsy: Sections of a bullous lesion from the Be ( 
“inner thigh” reveal a hyperpigmented and some- AA 
what hyperkeratotic epidermis which is partly — 
lifted away from the underlying cutis. The cav- 1a 
ity of the bullae is filled with fibrin and numerous 
eosinophils, polymorphonuclear leukocytes. Infl- E 
tration also, to some extent, involves the under- 
lying cutis. oer Se 3 
Course: The patient was subjected to a hys- 
terectomy and bilateral oophorsalpingectomy on 4. 
Dec. 27, 1958. The pathological report of the s9 
specimen revealed cystic atrophy of the endo- 
metrium, chronic cervicitis, subserous, intramural, 
submucous, intraligamentous leiomyomata uteri 
with hyalin, calcerous and cystic degeneration; a 
chronic salpingitis, and endometriosis of the 
ovaries. On the second postoperative day the pa- i a 
tient became acutely dyspneic with evidence of 
obstruction of the upper airway. Emerge j 4 
tracheostomy was performed as a lifesaving meas- i 
ure. The course during the next three weeks was — x 
complicated by bronchial infections and those of — 
the urinary tract. They were successfully treated 
with penicillin, streptomycin, achromycin, and — w 
nitrofurantoin (Furadantin). An episode of vesicu- y 
lation of the inner thighs, neck, and antecubital 
fossae was noted during this time. Largos 
revealed bullae on both arytenoids which were 
three times their normal size. The laryngeal air- A 
way was precarious, thus necessitating permanent _ 3 
tracheostomy. On Jan. 1, 1959, the conjunctival 
adhesions of the left eye were lysed and the g 
cornea exposed. The patient was given hydro- 
cortisone acetate and neomycin sulfate (Neo- ; 
Cortef) drops, and treatment was begun with 
dexamethazone (Decadron)—10 mg. a day by 
mouth. However, the adhesions recurred, and on 
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a Feb. 19, 1959, the Decadron was increased to 20 


mg. a day. The patient continued to re-form 
adhesions of the conjunctiva and developed addi- 
tional adhesions of the buccal mucosa towards 
the gum margin. Therefore, after three weeks the 
Decadron was gradually discontinued. 


Discussion 


Dr. Davin BLoom: The condition of the eyes 


is not seen in pemphigus, but in bullous erythema 
= multiforme and in epidermolysis bullosa. The 
= condition invariably leads to blindness. 
_ be justified to try steroids at the beginning of the 
_ eye involvement. 


It would 


Some years ago we had a case 


= of essential shrinkage of the eye in a woman and 


= a man, both of whom were blind. The man had 
on his chest a large denuded lesion which resisted 


a any therapy and persisted for several years. 
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when this patient was in the hospital. 


they sent for her. 


Dr. Maurice J. Costetto: I have never seen a 


case like this before. I would be under the im- 
= pression that this falls into the same category as 
essential shrinkage of the conjunctiva, referred to 


oftentimes as ocular pemphigus, and most invari- 


= ably associated with sclerosing reaction after the 
appearance of the bullae on the soft palate. 


As 
we know, essential shrinkage of the conjunctiva 
can be followed by or accompanied by pemphigoid 


_ lesions on the skin which leave scars such as this 
~ patient has. 
between this ease and that which I have just 
described is that it is more severe than the aver- 
age, and it involves the mucous membranes to a 


The only difference that I can see 


greater extent. 


Dr. Cartes F. Post: I was on the service 
We pre- 
vailed upon the gynecology department to remove 


a large palpable tumor from the abdomen, which 


_ proved to be a huge myoma of the uterus. Within 


a day or two after the operation she almost died 


_ of suffocation, whereupon an emergency tracheot- 


omy was performed. She survived a very haz- 
ardous postoperative course: tracheotomy tubes and 
stenosis of larynx. The vagina was completely 
closed by scarring, and practically every orifice in 


her body was closing. It seemed to us that if she 
had tissue membrane over the sclera of the left 
eye, it could be slit open and then the woman 


could see again. We tried to get the eye people 
to do this. They said no. All of a sudden’one day 
She came back and they had 
dofie it. Then we put her on steroids to see what 


kind of a result we could get. We got no result 
at all. The sclera of the left eye is just as opaque 


as it was before we started. 

Dr. Heren O. Curru: If I understood Dr. 
Bloom correctly, he stated that this is a special 
form of erythema multiforme, I do not agree at 


zall with this viewpoint. Essential shrinkage of the 
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mucous membranes is a clinical entity and com- 
pletely different from erythema multiforme with 
regard to clinical and histologic pictures, course 
of the disease, and organs affected. It is interest- 
ing to see in this patient vesicular lesions of the 
skin which are of great importance. The patient 
tonight shows in addition to the involvement of 
the skin and the mucous membranes of the oral 
cavity, genital and nasal mucosa, involvement of 
trachea and esophagus. Several instances of this 
disease have already been described in the colored 
race. 


Dr. Maurice J. Costetto; How would you cate- 
gorize her, Dr. Curth? i 

Dr. CurtH: As said before, essential shrinkage 
of the mucous membranes. 


Case for Diagnosis: Pathergic Granulomatosis 
(Focal)? Presented by Dr. PAuL Gross. 


A Puerto Rican woman, aged 26, gave the com- 
plaint of face lesions of 21⁄4 years’ duration. 


History: In 1951, the patient had a surgical 
procedure on the nose done at Metropolitan Hos- 
pital, New York, for an unknown disease (it has 
been impossible to obtain this record). In 1953 she 
developed an “infection” on the tip of her nose 
which was found by biopsy at Flower Hospital, to 
be “tuberculosis cutis.” The patient was success- 
fully treated with isoniazid (150 mg. daily) for 
four consecutive months. She was told to return 


` to their clinic every six months, which she failed 


to do. 


In 1956 the present lesion under the left eye 
developed. This became progressively worse, caus- 
ing constant watering of the eye and recurrent 
epistaxis. At the time of admission to Presby- 
terian Hospital in October of 1958, the patient 
was in her ninth month of pregnancy. 


Her only skin lesion on admission was described 
as a 3 cm. circumscribed, elevated, granulomatous 
lesion which was exuding pus. There was much 
friable, granulomatous tissue filling both nasal 
cavities, which caused difficulties in breathing. 
There was pus exuding from both nares. 


Laboratory data: Roentgenograms showed ex- 
tensive opacities in both maxillary and sphenoid 
sinuses on three occasions. Two biopsies (32514, 
32556) performed at Presbyterian Hospital were 
reported by Dr. G. Machacek as “Chronic Tubercu- 
loid Granuloma” (see below). Guinea pig inocula- 
tions with tissue taken from the skin lesion were 
negative for tuberculosis. Cultures from the 
nose and skin lesion showed coagulase-positive 
Staphylococcus aureus. Frisch bacilli were not 
found. 
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A tuberculin intradermal test with 1:10,000 di- 


lution of Old Tuberculin was negative, but it was- 
strongly positive at 1:1,000 dilution. 
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Lacrimal irrigation showed fistula of the lacrimal 
sac. 

Roentgenograms of the chest were negative. 
Serologic tests for syphilis and a T.P.I. test were 
negative. Histoplasmin, coccidioidin, and blasto- 

_ mycin skin tests were negative, and cultures for 
these “deep mycoses” were sterile. Complete blood 
count showed moderate hypochromic anemia. 
-Urinalyses were all reported as negative. 

Biopsy No. 32514: Sections of a lesion of the 
“left malar area” reveal a thick superficial fi- 
brinopurulent hemorrhagic crust. A portion of the 

ua epidermis is missing. The peripheral epidermis 


A -is somewhat acanthotic, edematous, and infiltrated 


by leukocytes. The normal cutis has been re- 
placed by vascular granulation tissue which is 
infiltrated by myriads of leukocytic elements. 
“Many are polymorphonuclear and many are 
plasmacytic. One also sees many histiocytes and 
a few scattered multinucleated giant cells. Some 
of the giant cells contain vesicular inclusions. One 
also sees some plasma cells undergoing hyaline 
degeneration. This is, however, not so pronounced 
as in the previous biopsy. Unfortunately, although 
the lesion appears to be a chronic granuloma, 
probably infectious, it suggests no specific etiology. 
Diagnosis: Chronic infectious granuloma. 
Biopsy No. 32556: Sections of a lesion from 
the “left malar area” reveals an acanthotic 
edematous epidermis infiltrated by leukocytes. It 
is also surmounted by keratin which is para- 
keratotic and intensely infiltrated by leukocytic 
elements. In the cutis there is a massive infiltra- 
tion of mononuclear leukocytes, many of them 
plasma cells. A few hyaline bodies are seen. There 
are areas where polymorphonuclear leukocytes are 
numerous. The outstanding feature, however, is 
the granulomatous infiltration with many giant 
cells, often forming tuberculoid aggregates. His- 
tologically, the lesion suggests a tuberculous in- 
fection but other possible causes, particularly fungi, 
must be eliminated. Diagnosis: chronic tuberculoid 
granuloma. 
Course: The patient was treated with Neosporin 
ointment and Erythromycin. When response was 
slow, the lesion was removed by curettage and 
electrocoagulation on Oct. 29, 1958. The patient 
has had no evidence of lung or kidney pathology at 
any time. ' 
In view of the clinical and laboratory findings, 
a diagnosis of pathergic granulomatosis was enter- 
tained and, therefore, therapy with Dexamethosone 
was instituted (dosage 2 mg. to 1.5 mg. daily). 

Under this treatment there has been no recurrence 
3 of the skin granuloma. The obstructing granula- 
_tions in the nasal cavity have also diminished, 
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During her hospitalization the patient delivered an = 
normal male child. ar. 
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Discussion 


Dr. Eucene T. BERNSTEIN: I was very much > 4 
impressed with the designation “pathergic.” Te 
seems on inspection that this patient might have — A 
tuberculosis cutis plus a Staphylococcus aureus 
infection. Of course, it is very difficult to cope 
with this symbiosis. I saw the microscopic pic- Bi 
ture: it is now a granuloma in a state of reces- 
sion. Obviously, something is helping the regression 
of the process. If I am not mistaken, she received — 
antituberculous treatment. On clinical grounds it E 
is quite difficult to draw a distinction among tu-- 
berculosis, syphihs, leprosy, and granuloma, but one 5 K, 


‘aa 


ae 


cus aureus tathetion. I do not know why this gran- 
uloma is labeled pathergic. The term “pathergy” — 
or “heteroallergy” was originally used by Dujardin _ 
to denote that allergizing diseases like tuberculosis, 
syphilis, and intercurrent staphylococcic infec- E 
tions were able to heighten the manifestations of — 
latent allergies; Urbach and Weissfeller, in 1934, 
used the term in a modified sense to indicate a 4 E 
changed reactive capacity of the tuberculous ~ 
organism in relation to other bacteria. - 4 
Pathergy could be designated as nonallergic sen- oe 
sitiveness where the antibody mechanism cannot — 
be demonstrated. In the near future nonallergic q 
pathergy may be considered as belonging to allergic — y 
phenomena as newer techniques for demonstrating 
antibodies are constantly being developed, thus en- 
abling recognition of the antigen-antibody reaction 
more readily, E 
“Pathergy” is an intriguing concept and there- A 
fore I would ask the presenter to elaborate on the 
immunobiologic implications. ' a 


* 

Dr. Victor H. Witten: I do not know if any — | 
question is necessary; the protocol was long and I 
remember only that it said the sinuses were opaque. 4 
Is it possible that there may have been a draining — . 
sinus fistula associated with the presenting lesion? — 


Dr. BARKER: Would you like to answer that, | 
Dr. Gross? a 

Dr. PauL Gross: The patient was examined 
by the ophthalmologists and was found to have ~ 
dacryocystitis. The roentgenogram of the para- 
nasal sinuses showed the antra to be complete ale 
opaque, so that a congenital anomaly was consid~ 
ered. I believe that in view of the extensive in- a 
volvement of the nasopharynx, the antra, and te 
skin lesions, the diagnosis of pathergic granu 
lomatosis is at least to be considered. 


e, 


a 
E 


First of all, may I say that we are still pr 
senting this patient as a case for diagnosis? | aa 
Machacek has done a great deal of Iaboratory 


work, including animal inoculations, to rule out — 
es J, 7 AA a 
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~ granuloma with known etiology, especially tubercu- 
losis, but the results have been negative. Judging 
sae from the granulomatous involvement of the naso- 
Be pharynx, and the roentgenogram of the antra, 
_ this would be a most unusual form of tuberculosis. 
The fact that the patient had a lesion on the 
nose, which was diagnosed as tuberculosis, and 
AN supposedly cleared up on chemotherapy for tubercu- 
E losis, is the only point in favor of such a diag- 
=" nosis. Therapeutic tests with streptomycin and 
-other drugs should be performed. It should be 
noted that mucous membrane lesions have greatly 
J improved with corticosteroid therapy, and that 
-there is no recurrence in the skin lesion which 
h d been treated by Dr. Barker by curettage. This 


j 
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_ would speak in favor of the diagnosis as presented. 


am not responsible for the name pathergic 
g natosis. Fienberg used this name in 1955 
í ienberg, R.: Pathergic Granulomatosis, Edi- 
ial, Am. J. Med. 19:829, 1955); and Sternberg 
in 1957 ( Sternberg, T. H.; Reynolds, J., and 
- Zeilinga, R. H.: A.M.A. Arcu. Dermat. 75:364, 
1957.) It is particularly useful in those cases with 
skin and mucous membrane involvement in which 
absence of kidney lesions and a comparatively 
+ benign course does not permit the diagnosis of 
_ Wegener’s granulomatosis. 
eI presented a case with a diagnosis of pathergic 
granulomatosis at this Section in 1957, with a 
history similar to this patient, including the diag- 
© nosis of tuberculosis. This patient has been free 
= Of lesions as a result of corticosteroid therapy on 
a small maintenance dose. 
"Dr. Geratp P. Macuacex: I think all has been 
said that can be said on this problem. Both clini- 


if, 
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-cally and histologically I have already shown it is 
-probably a case of tuberculosis. Considering what 
has been said, I suggested, if there were any 
question of mucocutaneous leishmaniasis of the 
By) South American variety we could consider that, 
although no organism whatsoever was found. She 
had good tuberculoid granulomas. One had to 
a consider two things, namely, syphilis and tubercu- 
losis, which I favored but I was unable to prove. 
The thing that must be remembered is that part 
of the history which Dr. Gross just quoted; 
namely, that she did respond evidently to a con- 
_ siderable degree to isoniazid, but we did pot see 
_ that. There is:another factor which more or less 
_ .obfuscates this question, namely, that she did start 
_ to have her trouble presumably after she came to 
_ this country from Puerto Rico and had had some 
E operation done upon her nasopharynx. It may be 
she may have a certain amount of chronic osteo- 
~ myelitis which helps it along. I do not think we 
p have absolutely proven what the woman has. 
pe When we say “granulomatosis,” we say that we 
have here a granuloma of a certain variety of un- 
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known etiology, but I would favor the diagnosis 
of tuberculosis. 


Giant Condylomata Acuminata (Carcinoma-like 
Condylomata of Buschke and Loewenstein). 
Presented by Dr. Geratp F. MACHACEK. 


History: The patient is a 47-year-old male 
Puerto Rican who about 114 years ago noticed 
a moderately pruritic growth on the tip of his 
glans penis. The lesion grew progressively, and 
soon involved most of the glans penis beneath the — 
prepuce. 
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Description: At the time of his first adosi 
Aug. 22, 1958, the patient presented a large, fungat- | 
ing, verrucous, grossly infected penile lesion with © aa 


areas of redness and induration which exuded a Š 
purulent discharge. There were no palpable gi- 
inguinal nodes. At present the glans penis is cl $ 
from warty tissue. The inferior aspect of the 
glans, however, is irregular, distorted, and pre- 
sents defects where previously the warty growths 
were situated. 

Laboratory: Two biopsies (32686 and 32687 ) 
were reported as “inflamed, papillomatous acan- 
thoma (possibly condylomata). No evidence of 
malignancy.” Frei test done on Aug. 22, 1958, was 
reported negative. C.B.C. was within normal lim- 
its. Serology and urinalysis were negative. Cul- 
ture from the penile lesion showed hemolytic 
coagulase-positive, Staphylococcus aureus. An in- 
travenous pyelogram was reported as being normal. 

Course: The patient was first’ seen in the 
Urology Department of the Vanderbilt Clinic on 
Aug. 22, 1958, at which time a diagnosis of 
“Condylomata acuminata with secondary infection 
and marked balanoposthitis” was made. A biopsy 
obtained at that time was reported as “papilloma 
(condyloma acuminatum type) of penis.” The 
patient was circumcised on Aug. 27, 1958, when 
most of the fungating growth, except for some 
of the condylomata directly on the glans, was 
excised. 


The lesion which remained on the glans grew 
progressively in size. On Sept. 26, 1958, he was 
seen in the Dermatology Department, where tinc- 
ture of podophyllin in benzoin was applied. He 
returned on Oct. 1, 1958, with a severe inflamma- 
tory reaction of the growth. Wet dressings and 
bacitracin ointment were ‘prescribed. At that time 
the possibility of malignant change developing in 
a primary condyloma was discussed. He was ad- 
mitted to the hospital on Oct. 31, 1958, when two 
consecutive biopsies were obtained. These were 
reported as “inflamed papillomatous acanthoma, 
possibly condylomata.” It was also stated that 
“histologically the lesion did not appear to be 
malignant but nevertheless, clinical experience has 
shown that similar lesions may recur even though 
radically extirpated, thus acting as though they 
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_ were well-differentiated epithelioma.” On Nov. 14, 
_ 1958, the lesion was desiccated and curetted, ap- 
| parently completely destroyed. One month later, 


however, Dec. 16, 1958, the patient returned to the 
-clinic with a recurrence of the condylomata at the 
= site of removal, and it was apparently of the same 
size as the previous lesion. The lesion was again 
~ desiccated and completely removed by curettage. 
~ On Jan. 6, 1959, the patient presented another 
‘recurrence of the growth, which was again thor- 
re ough y desiccated and curetted, only to recur by 
Feb. 17, 1959, at the site of the previous lesion. 
On March 9, 1959, another recurrence of the 
owth was noticed, and, in addition, many small 
new lesions (seedings) over the ventral aspect 
of the glans and at the external meatus were seen. 
A thorough desiccation of all the lesions was again 
done, care being taken not to leave a single lesion. 
‘The patient was last seen on March 19, 1959 


; and lesions were healing well with no evidence of 


A 
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recurrence at that time. 



























=- Discussion 


Be Dr. Victor H. Witten: The protocol stated 
that podophyllin was used early in treatment but 
Ws the reaction was so severe that it apparently has 
~ not been used since. I wonder if now that the 
area is small the podophyllin might not be used 


¥ 


again for the destruction of what remains of the 
lesion. Thereafter it could be used repeatedly, 
eTii successful, in the attempt to keep this growth 
-~ from recurring. 
“zi Dr. Frevertc Moms: I just had one case of 
- condyloma acuminata of the penis. The papillated 
tissue protruded from the urethral os. The lesion 
was excised leaving a saucerized wound to which 
dichloracetic acid was applied for hemostasis. The 
remaining warty tissue was readily visible on the 
cauterized surface with a magnifying loupe making 
it possible to accurately remove all portions of the 
condyloma and yet to be as conservative as possi- 
ble. I think this technic would have been very 
effective in the case presented here. This treat- 
ment also is effective in verruca vulgaris, and is 
especially useful for complicated plantar warts and 
for warts around the fingernails. In these lesions 
the wart tissue shows up well following cauteriza- 
tion of the excisional surface, since the dichlor- 
acetic acid turns the’ epithelial tissues white and 
the vessels black, like pepper on a white table- 
cloth. This characteristic tissue contrasts well 
~ against the grayish background of the cauterized 
i. connective tissue, making it possible to repeatedly 
excise and cauterize until a wart-free level is 
_ reached at all points. 
ne Dr. MAURICE J. Costetto: It was stated here 
“at. _ that this patient suffered a very severe reaction 
=~ to resin of podophyllin. It could be as severe as 
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the reaction to electrodesiccation or some destruc- 
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tive method. I agree with Dr. Witten that the best 








































podophyllin. ty ee 
Dr. Lupwic W. Loewenstern: We published — bi 
these cases in 1927. We received at that time a = 


completely amputated penis of a man 26 years old, 2 | 
which had been amputated on the grounds of clini- 

cal appearance. We examined the penis, and all — tf 
histological examinations proved that we were na 


dealing with plain condylomata acuminata. How- 


ever, in that case there was one feature v hich | 

. . . . . x . ae, e, y 
made it possible to say it was an invasive type — 
of condylomata acuminata, because the condylomata _ 


a 


were passively pressed into the corpora caverne a, 
not very much, but slightly. We did co mp! 7 
sections of the penis and could never find any aa 
signs of carcinoma. We tried to oriag dis tee RE 
sive growth by passive pressure fr -the non- 
circumcized penis. So we believe that that fez ure, i 
which seemed to be carcinomatous clinically, was 
histologically not carcinomatous. I would like to | 4 
say one more word, that most of these people we 
examined were relatively young, from 25 to 45. — 
The paper was written especially calling attention 
to the fact that premature amputation should be À 
avoided. a Oe a 

Dr. AntHony N. Domonxos: I disagree with | | 
those who advocate the use of podophyllin in thes ee 
cases. We had several patients in whom the diag- ‘ 
nosis histologically was slightly confused by the 
fact that podophyllin had been used previously. | K 
As you know, there is a definite histological reac- 
tion from the podophyllin. In two cases that Ican 
recall at the moment, biopsies were done before E 
the podophyllin. There the diagnosis was quite — 


straight as far as the condylomata was concerne dA 
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Afterwards both of these patients developed 
squamous-cell epitheliomas, which metastasized, and 
one patient died from what we thought was 
nant during the course of treatment. Perhaps it 
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and death. + 


Dr. Geratp F. MAcHacEK: I must rise. Too a 
much of my thunder has been stolen. I must — 


disagree. Dr. Loewenstein published in the Woch- 4 
enschrift in 1925, Dr. Buschke described it in 1896. 
Picard in 1851 saw something like it, but over the ` 


years one sees these cases which are not in good 
ge 


grace on the basis of the usual criteria to make 
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As Dr. Domonkos pointed out, 
podophyllin should be used with care because it is 
> then very difficult to be certain in true carcinoma 
in either the male or the female. Being uncertain 
=œ what to do, often you lose a lot of time and 
E finally are faced with the devastating operation. 
One must remember that this type of condylomata 
is different from the usual. They are not small 
k but big massive lesions, usually starting within 
~ the prepuce and burst through with constant re- 
BS; currence despite a very thorough destruction. 
~ There is one other place in which a not dissimilar 
~ phenomenon occurs. That is on the dorsa of the 
~ hands and feet, where very often after an injury 
one gets what appears to be an implantation. It 
looks like a pseudoepithelioma, very much like this. 

— Perhaps it is based on the same etiologic factors 
~ which are not completely known, and you have 
recurrence after recurrence, and you have to excise 
them widely in order to extirpate the lesion com- 
‘ne pletely. The histologic features are those of a be- 
© nign hypertrophy of an inflammatory nature. This 
; is a peculiar syndrome, and should be recognized. 
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= Lichenoid Amyloidosis. Presented by Dr. Lro 
x SCHWEICH. l 

T The patient is a white man, age 68; his com- 
| k = plaint, pruritic eruption on legs of 8 years’ dura- 
= tion. 

= History: In the latter part of 1950, the patient 
_ first noted a pruritic eruption on both legs which 
spread gradually. Local medication and x-ray ther- 
= apy gave only little relief. The eruption, which 
| is located chiefly on the outer aspects of both 
_ legs, consists of firm, hemispherical, smooth and 
= shiny, solid, slightly scaly papules of yellowish to 
_ brown color. The lesions appear grouped in patches 


N 
-_ i? 


= but remain discrete, 
= Laboratory examinations: The serologic tests 
=~ for syphilis were negative. A complete blood 
ue -= count was normal. A urinalysis was negative. 
‘5 — Serum urea, sugar, and cholesterol determinations 
= were normal. Biopsy revealed a lichenified epi- 
dermis. When stained by Mallory’s crystal violet 
method, aggregates of red-purple particles were 
seen in large papillae, confirming the diagnosis of 
© lichenoid amyloidosis. s 
Course: The patient has been treated with oc- 
= "clusive bandages, which have given symptomatic 
I relief and caused a partial involution of the 
= eruption. 
Discussion 


“2 
= 

a 

Beas 


pls 
o> 


| Dr. Aprran Neumann: It is interesting that 
Dr. Schweich applied occlusive bandage for the pur- 
| pose of treatment of lichen amyloidosis. Similarly, 
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eM. TOLO r¥. 
the same method of treatment gave me gratifying — 
results in hypertrophic lichen planus; particularly 
in cases which did not respond to other modality A 
of therapy for several years. E 
Dr. LesLie P. BARKER: I presented a case of 
lichenoid amyloidosis two years ago before this 
group, much more extensive than this case. The 
only thing that gave this man any relief from the 


extreme itching was adhesive tape applied directly p 4 
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to the leg with pressure. It relieved the itching S 
and flattened out the papules—many of them dis- 
appeared—but it did not clear the condition. TRA 
Dr. Leo ScuweicH: This patient was chiefly 
presented because of the favorable response of “4 
this otherwise so stubborn dermatosis to local ther- é 
apy with Elastoplast bandages. The condition—as | 
could be seen from the photograph—originally 
consisted of a large number of discrete, papular, 
closely aggregated lesions located on both legs. 
Before admission x-ray therapy and local medica- 
tion were used over a period of eight years with 
little or no improvement. Treatment with occlu- 
sive bandages, which were kept in place for about 
one week at a time, has given symptomatic relief, 
prevented the patient from scratching, and caused 4 
considerable involution of the eruption. 


Recurrent Basal-Cell Epithelioma. Presented by 
Dr. ANTHONY N. DOMONKOS. 


Keratoderma Climactericum. Presented by Dr. 
MILTON SLOANE. 


History: Approximately one year ago the pa- 
tient, a Negro woman, age 48, noted an eruption 
on the soles of the feet for the first time. She 
is somewhat obese and has hypertension. The 
menstrual periods are normal. 

Description: There are circumscribed hyper- 
keratotic and fissured patches on the soles. The 
lesions are especially prominent around the rim 
of the sole and heel. 


Course and treatment: Initial therapy con- 
sisted of ammoniated mercury and salicylic acid 
ointment without any improvement. Diachylon 
ointment has been used recently with moderate 
improvement. 
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Discussion 
Dr. EuceEneE T. BERNSTEIN: This is observed 
not only among women but also among men, and 
it seems there is a change of the genic substance 


which must be responsible. I personally saw in 
Frankfort a case of this type in a man. 

Dr. HERMAN GoopMAN: It says menses occurs 
regularly. How does that jibe with the title? 

Dr. ADRIAN NEUMANN: In this case we are 
dealing with acquired and not a congenital form 
of keratoderma. I would like to bring to your 
attention Clarke’s finding discussed at the meeting 
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Sof the Royal Society of Medicine in December, 
= 1957. Clarke in his investigation of palmar and 
E plantar keratoderma found that about 30% of 
= patients afflicted with familial form of this entity 
SA leveloped carcinoma of the esophagus. I would 

an to suggest that patients with keratoderma 












R. B. McConnell, 
A. Clarke, and P. M. Sheppard (Quart. J. 
ed. 27 :413-429, 1958), and concern two Liver- 
1 families, which may be related to each other. 
ae t all the patients with squamous-cell cancer 
= of the esophagus had keratoderma. Many family 
members had only keratoderma but may eventually 
succumb to esophageal cancer. I do not believe, 
. however, that this association has been observed 
anywhere else in the world. 








KE Squamous Cell Carcinoma of Glans Penis 
ye Superimposed on Erythroplasia of Queyrat. 
lee Presented by Dr. WILLIAM CurrH. 

ae The patient is a Puerto Rican man, aged 54; 
cs f ; 5 wt z 

is _ his complaint, mildly pruritic eruption on the glans 


- penis, of ten months’ duration. 

History: The patient was well until about ten 
months ago, at which time he noticed a mildly 
pruritic, red “patch” over the glans penis. The 
condition increased slowly but progressively in 

= Size in spite of local treatments consisting of dif- 
ferent ointments. About four months after the 
onset of this lesion, he noticed a whitish area over 
the right side of the glans on top of the previous 
~ — red patch. 
pte Description: At the time of the first admission, 
Oct. 24, 1958, the patient presented a sharply de- 
marcated, velvety, erythematous, smooth, non- 
tender, flat “plaque” over the dorsum of the glans 
penis and inner surface of the prepuce, and a one- 
centimeter, elevated, whitish, firm, warty patch 
developing out of the right side of the original 
lesion. It was thought at that time that there 
were two palpable, firm, inguinal nodes. 


a At present there is a small, shallow, epithelialized 
= depression (0.6 cm. in diameter) to the right of 
~ the meatus (site of the former squamous-cell 
epithelioma). To the left of the meatus there is 
~ an erythematous, smooth, flat patch. Clinically, at 
present, there seems to be no evidence of activity. 
There are no palpable, inguinal glands. 


Laboratory: One biopsy, done on Oct. 29, 1958, 
showed “the typical histological picture of Eryth- 
= roplasia of Queyrat which had become an inva- 
= sive squamous-cell carcinoma.” Another biopsy 
performed from the prepuce at the time of the 
-Circumcision showed “extension from the Erythro- 
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plasia oF Queyrat but no evid ence: of malignant te 
invasion.” ae 
Complete blood count, urea nitrogen, and acim E 
phosphatase were within normal limits. Serologic i 
test for syphilis, urinalysis, and intravenous pyelo- = 
gram were reported negative. X-ray of the chest — a 
showed “bilateral, apical, healed fibrocalcific tu- A 
berculosis.” AEN 4 y 
Course: After the biopsy liane on Oct. 29, k: 
1958, was reported, the patient was referred to the i 
Department of Urology, where partial amputation AA 
of the penis with bilateral inguinal gland dis- 
section was advised. The patient refused this q 
procedure. Therefore, circumcision followed imme- 
diately by x-ray therapy was recommended as ae 
second choice. The circumcision was advised a 
cause of the possibility of phimosis developing a s 
after radiation. It was performed under procaine 
block anesthesia. Radiotherapy was instituted bee | 
ginning on Nov. 24, 1958. Plan used: Skin dose of — ~ 
5,500 r in five weeks via opposing, 6X8 cm. ports. i 
with the penis in a 5 cm. thick lucite block. Facta -A 
tors used: 250 kv., 15 ma., TSD 50, HVL 2.0 mm. 
Cu. By Dec. 30, 1958, the x-ray treatment was 
completed. However, because of only minimal re- 
sponse, another 800 r were given, thus bringing ¢ 
the total dose up to 6,380 r. Last treatment was 
given on Jan. 6, 1959, 






































Discussion 


Dr. Freperic Mons: I have seen only one <a 
of erythroplasia. It just happened that your Will | 
Sachs then was spending a week with me and at E 
that time he was of the opinion that erythroplasia _ A 
rarely if ever preceded carcinoma. However, it a 
happened that this was a typical erythroplasia — Si 
with carcinomatous change and he had to agree. aA >% 
So it spoiled his theory. We removed it chemo- A 
surgically about nine years ago and the patient E y 
still all right. Bs 

Carcinoma of the penis, by the way, is nicely 
treated chemosurgically and, importantly, we can 


` Ai. 


be conservative and save the penis in most cases. T 
The urologists almost routinely amputate the penis. “A 
This seems unnecessary because very rarely do you 
find extension by permeation along the lymphatics. = 
I think the original reason for the radical proce- be 
dure was the supposed lymphatic permeation, but I _ 
have never seen the cancer extend more than a 
centimeter in lymphatic vessels beyond the main + 
mass of cancer. Of course, if the cancer does 
extend far back along the penis it can be followed 
out selectively with the chemosurgical technique. 


Dr. Cuartes F. Post: In choosing between a 
surgery and x-ray therapy, I think this patient — 
made a wise choice. . 

Dr. AntHony N. Domonkos: At the Presby- 
terian Medical Center in the Department of Urol- a. 


199/321 






be i7 
FA RES PNET, 






Y, Cases of erythroplasia and carcinoma of the 
penis have not fared as well, because in all of their 
cases they have had metastases, with subsequent 
death due to carcinoma of the glans penis. For 
this reason, in that Department at least, it is a 
= routine procedure to advise to do radical amputa- 
E ton of the penis in these cases. 

; 2 Dr. Wittram Curr: Interestingly enough, 
4 this man was referred with the diagnosis of 
= chancre to one of the social hygiene clinics of the 
Gy of New York, where the true character of 
= the lesion was found to be erythroplasia and epi- 
4 — thelioma. The slide distinctly shows the transition 
k from erythroplasia to squamous-cell epithelioma. 
A = Dr. Frepertc Moms: The amputation of the 
~ penis is unnecessary if the primary lesion is re- 
cm moved intact. Regional node dissections are done 
if we think there is possibility of involvement or if 


actual enlargement of the nodes is observed. 
- k; ) leroderma. Presented by Dr. RoyaL MONTGOMERY for 
E, D Dr. SINAKIN. 
resets) Aeroselerosis. Presented by Dr. 
_ Post. 


CHARLES F. 


~NEW YORK DERMATOLOGICAL SOCIETY 


aah Lowry Miller, M.D., President 
| Frank E. Cormia, M.D., Secretary 


E Vapil 28, 1959 


E tatchineon’s Melanotic Nevus. Presented by 


a Frank E. Corm, M.D. 
4 _ History: A 54-year-old housewife has always 

Ectioyed good health. Twenty years ago, during 
; the course of her last pregnancy, she noted a light 
= brown patch anterior to the left malar region. 
= Over the years, the patch has remained approxi- 
= mately the same in size (3 cm. in diameter), and 
` -has become irregularly darker in color. 
Examination: There is a smooth, flat, hyperpig- 
a mented patch anterior to the left malar region. 
F “ae varies in color from medium brown to nearly 
_ black. 

Laboratory: The biopsy findings are as fol- 
Pies: There is considerable junctional nevus ac- 
we tivity, consisting of hyperpigmentation and thecas, 
3 eand many isolated clear cells. In the upper cutis, 
= there are many heavily pigment-laden cells, ar- 
ranged in clumps. There is no suggestion of 
= malignancy, and no inflammatory reaction of any 
| _ significance. 

F Presented for confirmation of diagnosis and sug- 
= gestions for therapy. 


= Submitted for publication May 29, 1959. 
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Recurrent Basal-Cell Epithelioma. Presented by Dr. 
ANTHONY N. DOMONKOS. 

Pityriasis Rubra Pilaris. Presented by Dr. 
JEWELL. 

Onychodystrophy 
SLATKIN. 

Epidermolysis Bullosa Dystrephica. Presented by Dr. LEO 
SCHWEICH. 4 

Case for Diagnosis: Tuberculosis of the Skin? Presented by i 
Dr. LESLIE P. BARKER. s 

Urticaria Pigmentosa. Presented by Dr. LESLIE P. BARKER. 

Congenital and Familial Macronychia (Hippocratic Nails). 
Presented by Dr. HELEN O. Curru. 

Hemangiomatosis of Left Arm, Forearm, and Hand, with 
Increase in Size. Presented by Dr. AntHONY N. 
DOMONKOS. 

Case for Diagnosis: 1. Parapsoriasis en Plaques (Brocq), _ 
2. Mycosis Fungoides? Presented by Dr. PauL Gross. _ bo 

Nevus Verrucosus. Presented by Dr. P. LOWENFISH. si 

Epidermolysis Bullosa. Presented by Dr. Gerrarp F. Š 
MACHACEK. 

Onychomycosis and Dermatophytosis Treated with Griseo- 
fulvin. Presented by Dr. Royat M. MONTGOMERY. 

Bullous Pemphigoid. Presented by Dr. Cart T. NELSON. 

Cold Urticaria. Presented by Dr. Cart T. NELSON. 

Psoriatic Erythrodermia. Presented by Dr. CHARLES F., 
Post. 


E. WILLIAM 


(Onychauxis). Presented by Dr. M. 
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Discussion 


Dr. TrAuB: Perhaps I am not familiar with the 
type of Hutchinson’s melanotic nevus which Dr. 
Cormia has in mind, because both lentigo maligna 
and Hutchinson’s melanotic whitlow are malignant 
lesions. It may be that, despite the histology as 
presented, which was that of a benign junction 
nevus, Dr. Cormia wishes to interpret this as a 
malignant melanoma. The lesion seems to have a 
different color in one section than in the balance, 
and since it is a fairly good-sized lesion, it might o 
be malignant in part. I am not exactly certain 
where the section was taken from, but the right 
mesial portion of the growth seems to me to be a 





little bit suspicious; therefore, I would be inclined 
to have the lesion removed as a safety procedure, i 
even though the histology of that portion that was aa 
submitted for examination did not show any ~ a 
malignancy. In other words, I do not believe that "4 
this lesion has to be treated as one of great A 
malignancy and widely excised, but it should be na 
adequately removed in a way to leave a minimum of 
scarring. = 

Dr. CıroLLAaRro: What about the terminology ? 

Dr. Netson: I want to call it a melanoma. 
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RFS SDs BARKER: I think it is a melanoma, and I 
fe Pink it should be excised. 
As Dr. Sacus: If we can accept the pathology, as 
Hä; wE guess we have to, I would call this a junction 
f nevus; but I would agree that it should be removed, 
“arg whether or not it is malignant. However, I think 
s it may be wise to restudy the slide, to see if there 
ae is any malignancy, because, if it is a junction 
aa nevus, all you have to do is remove the nevus 
fs portion, and you don’t have to go very deep, but if 
there is any sign of malignancy, I certainly would 
` take quite a bit more. I might add that the patholo- 
= gist, whoever he was, did describe celles claire, he 
_ did describe thecas, he did describe pigment, and 
_ it is a question of what the individual nevus cell is 
doing, whether or not it is malignant. Just by 
looking at the clinical lesion, we have no way of 
telling that. Whether it is benign or malignant, 
the lesion should be removed. 
Dr. Macwacek: I think it is a typical situation. 
We have a description which says that the lesion 
is not malignant, but we have a clinical appearance 
- which certainly makes me think of the so-called 
malignant freckle. The second unfortunate situa- 
tion here is that we have no way of knowing 
-= whether or not this lesion will become malignant. 
_ It may go on for years, and it may not become 
malignant. It may go on for many more years. 
But, over the years, one has had the experience 
that these lesions will suddenly become malignant. 
=- We should have had the benefit of the sections, 
i and not only that, but many sections must be made. 
Dr. Domonkos: The term, lentigo maligna, is 
s a rather interesting one, because Hutchinson did 
i > report a lesion which, I believe, was described as a 
= melanotic freckle, and then, subsequently, there 
have been a number of descriptions added to this. 
_ Dubreuilh described this same lesion, and called it 
f - melanose circonscrite precancereuse. The equiva- 
lent of this we call “malignant freckle” or 
“malignant lentigo.” 
ha These lesions appear most frequently upon the 
cheeks of middle-aged women. They remain for 
bie many years inactive, and may remain so through- 
= out the lifetime of the women. Then, some of 
them will go into a tumor stage, and it is the tumor 
=- stage that is actually the malignant part. Up to 
that time, they are completely benign. 
The clinical appearance of this lesion, as we saw 
it today, does resemble the typical lentigo maligna. 
_ However, according to Becker, and subsequently 
[i Klauder and Beerman, the malignant lentigo does 
not contain nevus cells. 
Actually, I-think that the diagnosis should be 
2 changed here, and not be called a lentigo maligna, 
= by definition, but it should be called a junction 
2 _ nevus, and should be treated as such. It just 
s that it occurs in an area where lentigo 
maligna aie 6) aa and perhaps the diag- 
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nosis would be misleading if this were to be called É. 
lentigo maligna. i a 
Dr. CostELLO: This exits has been seen by all 243 
of us through the years. After observing fiftee 1 5 W 
or twenty of them, I have come to the conclusion, 4 
at least in my experience, that none of them be- Ee 
came malignant. It is known as lentigo maligna, a 
or malignant freckle (Hutchinson), or a 
circonscrite precancereuse. 
These lesions begin, first, as a yellowish- brow 
freckle-like lesion. It enlarges, and, as it does so oor 
a certain portion of it becomes darker, so there a “gf 
all shades of brown from light honey color to jet Ye 
black. They progress in a torpid manner for years ig 
with variations of pigmentation, even sepia in color. 
Finally, in the center or at one edge, a black spot 
appears, and then, of course, the question come fae 
up, is this a malignant melanoma? People get ex- e 
cited then about a lesion which always follows hid 
course, in spite of its long benign course. We gave 
an exhibit to prove that twelve or fifteen cases 
after many years, were all alive and well, witho at A 
treatment. No lesion had metastasized and, as far 
as we were concerned, they responded to conserva- oa 
tive therapy, which in a number of our cases | did 
not consist of excision at all, but destruction by Š 
the curette and the electrode cautery, with good 
cosmetic results, with and without recurrence. Er 
When they lent themselves to excision, as on the 
back, they were removed in this manner, 


af 3 


4 
aa. 
Si 
4 
n7 
ape 


re MG a 
I think some of these have been reported, cer- 
tainly, as becoming malignant, but not very many. reas a 
Dr. Andrews presented a patient with a foot which | e 
had all the characteristics of a malignant melanoma, 
but there were no metastases. The patient had K 
disease for many years. SA i 
We have seen it in men as well as women and, i 
as has been said, most of the malignant freckles i 
occur on the face. This lesion is relatively non- 
malignant. I think the name is a misnomer. I be- 
lieve that it should be treated conservatively, 
though adequately, and it should be observed. That 
was the message in our exhibit, which will be ex- -~ 
hibited again at the next meeting of the American- E 
Medical Association in Atlantic City. : MS 
Dr. DoMonxos: Did your cases show any nevus a ag 
cells? aS 
Dr. CosteLtto: Our cases did not show nevus | 
cells. In 1957, I presented a case that was so 
striking that I am sure you all remember it. This ; 
woman was 76 years of age, and she had° Fae) | ' 
malignant freckle that covered the whole side of — 
the face. At that particular time, it was the con- : | 
sensus of some of the members that it should besii E 
removed in a radical manner. She had already a 
developed cutaneous horns and ulcerations, but no — ee 
metastases. That patient, even though the lesion 
has extended and is twice the size, is still alive at) 
84 years of age, although there was every indica- | $ 
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paon was malignant, that it was active and serious. 


That is the very point of this. Histologically, it 


ss A looks serious, and clinically, it looks serious, but it 
= does not become malignant except in a few cases. 


Dr. Lewis: I think that Dr. Costello is quite 
right in what he has pointed out here, that many 
of these lesions have all the earmarks of malig- 
nancy; yet, the course is favorable. 

Dr. Canizares: Dr. Prunes would like to ask 


a question instead of making a comment. Depending 
on the location of this lesion, he would like to 


know if you would favor more the surgical re- 
moval. He would favor the more conservative 
therapy of destruction with electrodesiccation, in- 


-~ stead of surgical removal. 


I think this is really a difficult problem. As Dr. 
Sachs pointed out, we can’t completely ignore the 
result of the histopathology. I would be more in- 


clined to go along with the diagnosis of a junction 


nevus, which so far is not malignant but possibly 


may be, and from there on the therapy would be 


accordingly. As Dr. Lewis has said, the difficulty 


= of doing extensive surgery on the face of a young 






x 


he =) 


other hand, 
= potentially malignant. 
p= mo know. 

= Dr. GramaM: I would have it removed, not 


woman must be taken into consideration. On the 
it is a question of whether it is 
How malignant it is, I do 


kely, nor enough to disfigure; simply removal of 
> the growth with probably a suture or two, and 


= stop right there. 


Dr. CIroLLARO: I agree with the diagnosis as pre- 


= sented, and my prognosis is optimistic. There are 
some physicians who consider these lesions to be 
= very malignant. 
Bi: pathology described here, I think that we are 


Clinically, and from the histo- 


dealing with a junctional type of nevus. Surgical 


= excision and suturing should be sufficient to cure 


the lesion, and give a good cosmetic result. 


Dr. Sacs: While I agree with Dr. Domonkos 
and Dr. Costello, I want to call attention to the 


= fact that the slides we see as “lentigo maligna,” 


show buds at the bottom of the rete pegs as little 
groups of basal cells. But here you have a descrip- 
tion of cellules claire, thecas, and nevus cells, and, 
if this should ever become malignant, it must be a 


-nevocarcinoma. It cannot be any other type of epi- 


thelioma. Now, if this pathology is correct, then 
I cannot go along with the fact that this is an 


_ ordinary lentigo maligna, but I believe it is a type 


of injection nevus, which may or may not be 
malignant. I would go along with Dr. Costello’s 
treatment of a lentigo maligna, but I would not go 
along with that treatment if this is a junction 
nevus. 

Dr. CrroLLARo : May the Chair take the privilege 
of asking the two pathologists present whether or 
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not, in the lentigo maligna of Hutchinson, nevus 
cells are found? 

Dr. Sacs: Not in my experience. 

Dr. Macwacek: Well, I think we’re splitting 
hairs. It has been observed, and I think you can 
read it in the textbooks, that the line of differentia- 
tion of these things is not a fine line. In other 


words, it has all gradations from something that 
does not show any obvious nevus cells; that 1S 


something that looks like a freckle; to a super- 


ficial nevus, to, finally, something which is definitely 


a tumor, on which we all would agree. The larger 
number of these cases do not become malignant. 
Some last until the patient is 85 or so, as in the 
last one, where one sees no nevus cells, just 


_ hyperpigmentation, a few chromatospores, and, sud- 


denly, a tumor appears, which in the old days one 
called a melanosarcoma. In other words, the line 
of differentiation between freckle, nevus spillus, a 
real superficial nevus, and malignant degeneration 
is very indefinite. 


Dr. CormiA: I appreciate the discussion. This — 


patient has lived with this lesion for twenty years. 
She has not been anxious to have it removed. She 
was urged by her daughter, who is a physician, to 
have it examined pathologically, which has been 
done. She would not want to accept a scar in this 
area, and she would not accept desiccation. In 
other words, if it is to be removed, the only pro- 
cedure she would accept would be conservative 
surgery. I am inclined to think that that is what 
I will recommend for her. 

Dr. Costetto: The scar that would follow elec- 
trodesiccation would be superior to anything that 
you could do surgically, and it would be adequate 
at the same time because these lesions are not 
deep. 

Dr. Domonkos: I agree. 


Scleredema. 
M.D. 


Patient: white man, age 47 years. 

Complaint: brawny, indurated skin, right upper 
back. 

History: Patient has had diabetes (controlled by 
diet) for nineteen years, and had a myocardial in- 
farct in 1955. Otherwise, his past medical history 
has been uneventful. During recent months, he has 
developed fullness of the right supraclavicular and 
posterior cervical areas, with associated redness 
and thickening of the skin of the upper back. The 
skin in this area has developed a waxy texture. 


Presented by Cart T. NELSON, 


These changes have been completely asymptomatic, — 


and the patient has been unaware of them. His 


general health during the past year has been excel- 
lent. 


Examination: 
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There is fullness of the right 


supraclavicular and posterior cervical areas, with 


indurated and hidebound erythematous involvement 





is or tbe a See ls oo upper atk The areas of bnat. 
a mal skin are sharply demarcated from normal skin. 
Laboratory: The RBC and WBC counts, and 
erythrocyte sedimentation rate, are within normal 
a limits. Urinalysis is normal, except for 2+ 
p 3 glucose. Fasting blood sugar is 226 mg. %. Chest 
ree. -ray, including barium swallow, is normal. Barium 


ss! 


ema: is also normal, but there is an unexplained 
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aes hey: The skin of the involved area of the 


-collagen fibers. There is no evidence of neoplastic 
oi Diagnosis: Scleredema ? 

Course: There has been gradual resolution of 
F - the induration of the skin of the back. No therapy 
: has been given. 


p Discussion 


RT a Dr. BARKER: The original description of a deep- 
f = seated edematous patch, that is now breaking up 
like an ice floe in a lake, is certainly most sugges- 
= tive of scleredema. Carcinoma en cuirasse could 
ae simulate the original lesion, but would not have 
i _ improved. I have seen localized scleroderma-like 
ee _ patches in diabetics who have received insulin. 
_ They occur at sites where no insulin was given, and 
iake fat necrosis. 
oe = DR. Sacus: I agree with iis: diagnosis, and I 
oe agree with the microscopic diagnosis of scleredema. 
= I think the slide rules out the possibility of a 
= scleroderma. 
- Dr. Macuacek: I have seen a number of these, 
with not dissimilar changes, particularly in dia- 
i  betics. I thought of the possibility of panniculitis, 
but there was no evidence of inflammation of fat. 
= The biopsy was not very deep. I think that the 
se E ie sis of scleredema is the best we can make. 
Dr. Domonkos: There is also a question of the 
-~ biopsy being adequate enough to rule out the pos- 
-= sibility of panniculitis in this case. 
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MEN C. THomas, and (by invitation) DR. 
CHARLES Aaronson and Dr. RALPH FLORENCE. 
E A Negro woman aged 36, well developed but 
Pit omar with masking of the facies, showed 
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on the chest, in women, that looked like this, but t a 

















































DR. E I don’t think I have ever a 
scleredema associated with redness. It is usually of nA 
skin color. I have seen carcinomatous lymphangit BAe’ 


ao 
f 


all the cases of scleredema I have ever seen have 3 
been skin-colored. F A ; 


Dr. Cormra: I agree with the diagnosis. lin my 
memory serves me correctly, I have seen two cases 
of scleredema in which there was some pinkish. 
color. I don’t think that is necessarily against the 
diagnosis. The diagnosis may be confirmed, of he 
course, by observing the patient over a period of 
time, and, if the condition clears, as it seems to be — 
doing, the clinical impression of scleredema would fi © 3 
be substantiated. 


Dr. NELson: When I first saw the patient, three — 
diagnostic possibilities, namely, scleroderma, sclere- A X 
dema, and carcinoma en cuirasse, were in my mind. 
The biopsy seems to have ruled out at least two of Š 
these. I thought the biopsy was adequate, but per- a 
haps it was not deep enough. One has el in i 
satisfying pathologists as far as the size of | 
biopsy is concerned. It was really quite difficult se 
close this wound at the time I did the biopsy. a 
was much like sewing leather. 


In regard to Dr. Costello’s point, it was my im- a 
pression that scleredema might have a pinkish tone — me 
to it, not necessarily being flesh color. With this ee 
histologic picture, and the way this large plaqu ue 
is now breaking up, like an ice floe, as Dr. Barke ro 
describes it, possibly scleredema is the correct diag gri 


nosis. 
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If so, the condition occurred without a 
premonitory or preceding infection, such as we are 
led to expect in scleredema. 


Low-Grade Intraepidermie Prickle Cell Epitheliomatous Tas s 
Changes in a Senile Acanthoma. Relapse? Presented a À 
by OrranDpo Canizares, M.D. A 

Hansensosis. Presented by Maurice J. CostELLO, M.D. — 

Calcified Epidermoid Cysts. Presented by ANTHONY oi 
CiıroLLaRro, M.D. $ 

Parapsoriasis; Mycosis Fungoides? Presented by ANTHONY a sp 
N. Domonxos, M.D. dyi a 
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or to employ fully the muscles of facial expression. E : 
There was general tightness of the integument, _ Be 
which markedly limited flexion of the fingers- and 
the elbows. Reticulated hyper- and hypopigmenta- _ 
tion was noted about the trunk. The finger ] pads y 


k 


were atrophic. Approximately 16 months ago, t a + 
patient became aware of progressive weakness, — oa 


associated with loss of elasticity of the skin on oe | 
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ar at ior due to arthralgia; dysphagia, ac- 
panied by a 30-pound weight loss, has been of 







ae Psattimions since September, 1958. 

c a Medical examination disclosed pulmonary hypo- 
ventilation, and a grade II systolic murmur in the 
: : p monic area. 

a et complete blood count revealed 12.9 gm. hemo- 
be lobin, 5,000 leukocytes, 60% neutrophils, 26% 
a lymphocytes, 4% monocytes. Urinalysis showed 
$ B30" to 40 leukocytes, sugar 1.009. A gastrointestinal 
a __ Series gave results compatible with scleroderma. 
| Berea roentgenograms of the chest showed pro- 
_ gressive cardiomegaly ; roentgenograms of the 
_ mandible showed no increase of peridontal spaces. 
- Barium swallow showed considerable delay, and 
‘3 "narrowing of the calibre of the lumen. The blood 
se urea nitrogen was 15; albumin-globulin ratio, 
2.5/3.0. 


The Teport on the biopsy specimen was “sclero- 


: $ 


r derma 

‘ae The patient has been treated with digoxin, 0.25 
= mg. twice daily, and para-aminobenzoic acid, 2.5 
= gm. four times a day. 


a Discussion 
a Dr Marvin A. Sackner (by invitation): Dr. 
$ = Philip Kimbe, Dr. Elinor M. Glauser, Dr, David 
a H. Lewis, and I have recently studied the cardio- 
Be pulmonary functions of nine sclerodermatous pa- 
a tients, all of whom had positive skin biopsies. The 
disease had been present from 4 months to 11 
d years. All had some degree of dyspnea; atrial 
l — arrhythmias, cardiomegaly, and radiologic evidence 
Fo minimal pulmonary fibrosis were common. Of 
a the nine patients, one showed relatively normal 
_ pulmonary function, while the others showed re- 
a vst tr rictive lung disease, as characterized by decreased 
n spiratory capacity, vital capacity, total lung vol- 
Ben e, and lung compliance. The diffusing capacity 
a vas reduced in four of five patients. Cardiac 
_ catheterization was normal in one, and in three 
| z others showed moderately low cardiac output which 
_ Increased with exercise, slight elevation of pulmo- 
Eo artery pressure, moderately increased pul- 
_ monary vascular resistance, normal wedge pressure, 
and normal right ventricular pressure contour. Our 
-data indicate that the primary cause for the dyspnea 
4 is functional involvement of the lung by’ sclero- 
_ derma. It would appear that myocardial fibrosis, 
“it *present, was not hemodynamically significant 
l 4 4 in our cases. The patient presented tonight has 
ag _ advanced pulmonary hanges, alveolar capillary 
a block, and oxygen unsaturation at rest, which de- 
x creased further with exercise. 
Ee Dr. Herman BrERMAN: Dermatologists have 
pe known about the vascular manifestations of sclero- 
E _ derma for many years, but it is only recently 
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that they have been emphasized. I think this S tasie ia 


study is worthy of our attention. 


Multiple Basal Cell Nevi. Seborrheic Keratoses 
and Keratinous Cysts. Presented by Dr. CAR- 
MEN C. THoMAs, and (by invitation) DR. 
CHARLES AARONSON and Dr. RALPH FLORENCE. 
The patient, a Negro man aged 46, presented 

multiple pigmented papules and nodules of varying 

size, from 0.2 to 2 cm., on the scalp. Some were 
verrucous, others shiny, with rolled borders. Ver- 


rucous and pitted plaques were seen on the right 


side of the scalp, and on the upper lip. A 4X2 
cm. smooth-surfaced tumor was seen on the right 


posterior scalp, and a 2 cm. firm nodule, with- a 


central keratinous plug, on the right thigh. Num- 
erous elevated, dark-brown to black, greasy growths 
were present on the trunk; 


Verrucous lesions are now present on the upper 


lip, and on the right side of the scalp. In the 


past year, he has developed gradually enlarging 
nodules, one on the occipital scalp, and another on 


the right thigh. He has had dark-colored elevated — À 
growths over his trunk for an undetermined time. 


He had ulcer and hernia in 1947, a draining sinus 


in 1953, paroxysmal auricular tachycardia in 1954, 


and mild essential hypertension for an unknown 
length of time. 

A blood count revealed 18.0 gm. hemoglobin, and 
5,350 leukocytes. There were no sickle cells. Uri- 
nalysis was within normal limits. The serologic 
tests for syphilis were nonreactive. 

The report on the biopsy specimen, in 1954, was 
“basal cell epithelioma.” 


Discussion 


Dr. Georce W. HAMBRICK JR.: The importance 
of destroying all the lesions about the face and 
neck has been stressed recently by Dr. Caro and 
Dr. Howell. This would be almost an impossi- 
bility in the present patient, particularly since he 
has diffuse involvement of his upper lip. 

Dr. AtBert M. KiicMAN: I saw the twin of 
this patient, pathologically speaking, in San Fran- 
cisco, three weeks ago. I think it is an oversimpli- 
fication, and misses the central dynamics of this 
syndrome, to call it simply a pigmented basal cell 
nevus, because it is far more than that. Further- 
more, although the histopathology is that of basal- 
cell carcinoma, most of the lesions do not look 
like basal-cell carcinoma, and most do not behave 
like basal-cell carcinomas, and they are not.rodent 
ulcers in the usual sense, The singular thing here 
is the variety of nevoid growths. This is the one 
disease in which the pluripotentiality of the epi- 
thelial system really shows itself. You see all 
grades of differentiation in the tumors. This one 


these were .5 to 2 cm. — 
in diameter. The patient has had asymptomatic 
pigmented lesions of the scalp for as long as he 
can remember, and new ones continue to appear. . 
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p Patient preis almost the whole catalogue of 

ae gn epithelial tumors. 

f e -CAPTAIN James M. Lockwoop (MC), USN: 

Ba Some of these patients have been reported in whom 

= adamantinomas of the mandible were present. Has 
this patient been investigated from this standpoint? 


Dr. Ira L. SCHAMRERG: The patient with basal 
cell nevi whom I am presenting at the Atlantic 
E idodi Conference has keratinized cysts 
-= under the skin, multiple mandibular cysts, which 
č TA were excised, bifid ribs, a syneosteosis of some 
ribs and a deep dell in his nose, from which are 
emerging about a dozen coarse hairs. Dr. Kligman 
$ 5 is right that there are multiple ectodermal ab- 
-normalities in these patients. Dr. Hambrick’s point 
`. iş very important, that these nevi are likely to 
__ undergo malignant change when the patient reaches 
adult life. It is our obligation to get rid of all 
ae = these lesions, especially those on the face. 

M Nenrofibromatosis. Presented by Dr. BENJAMIN GnrOSS, 


Be and (by invitation) Dr. CHARLES Aaronson and Dr. 
RALPH FLORENCE. 


NN Chronie Discoid Lupus Erythematosus. 
ie BenyJAMIN Gross, and (by invitation) Dr. 
FLORENCE and Dr. CHARLES AARONSON. 
Ke _ Chronic Discoid Lupus Erythematosus. Presented by Dr. 
w = Benyamin Gross, and (by invitation) Dr. RALPH 
pra - Frorence and Dr. CHARLES AARONSON. 
1. Arsenical Dermatosis. 2. Healed Myocardial Infarction. 
Presented by Dr. Carmen C. Tuomas, and (by invita- 
tion) Dr. CHARLES AARONSON and Dr. RALPH FLORENCE. 
Granuloma Inguinale. Presented by Dr. Carmen C. 
Tuomas, and (by invitation) Dr. CHARLES AARONSON 
and Dr. RALPH FLORENCE. 
~ Pretibial Myxedema. Presented by Dr. Carmen C. 
= Tuomas, and (by invitation) Dr. RALPH FLORENCE and 
F Dr. CHARLES AARONSON. 
ye: Linear Lichen Planus? Neurodermatitis of Serotum. Pre- 
sented by Dr. BENJAMIN Gross. 
= Follicular Occlusion Triad: 1. Perifolliculitis Capitis (Dis- 
secting Cellulitis). 2. Hidadrenitis Suppurativa. 3. 
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Conglobata. Presented by Dr. Carmen C. 
E ‘Tuomas, and (by invitation) Dr. CHARLES AARONSON 
~ and Dr. RALPH FLORENCE. 


Ny: Caleinosis Cutis. Inactive Pulmonary Tuberculosis. Pre- 
g sented by Dr. Benyamin Gross, and (by invitation) 
i Dr. CHARLES AARONSON and Dr. RALPH FLORENCE. 
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§ Fox-Fordyce Disease. Presented by DR. LESLIE 
a NicHoLas and (by invitation) Dr. Harry J. 
Be The patient, a Negro woman aged 41, somewhat 
= Obese, in no acute distress, presented numerous 
follicular papules in the axillary and pubic regions. 
Since about June, 1957, the patient has noticed 


Submitted for publication July 1, 1959. 
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AARONSON and Dr. RALPH FLORENC aia 
Guttate Psoriasis. Presented by Dr. BENJAMIN | RO 
and (by invitation) Dr. CHARLES AARONSON ial Dr © 
RALPH FLORENCE. z 5 t < S ONORE 
Fixed Drug Eruption (Four-way Cold P rablets). Presented © : 
by Dr. Benyamin Gross, and (by invitation) DR Ip 
CHARLES AARONSON and Dr. RALPH FLORENCE. ; 
Nevus Unius Lateralis. Presented by DR. CARMEN 
Tuomas, and (by invitation) Dr. CHARLES AARONSC 01 No 
and Dr. RALPH FLORENCE. X E 
Lichen Nitidus. Presented by Dr. BENJAMIN Gross, a 
(by invitation) Dr. CHARLES AARONSON and Dr. 
FLORENCE. x =) pp 
Tumefaction at Sites of Insulin Injection, Presented D; a 
Dr. Carmen C. Tuomas, and (by invitation) Dr. 
CHARLES AarRoNSON and Dr. RALPH FLORENCE. 
Lumbosacral Pigmented Birthmark. Presented by Dr. 
BENJAMIN Gross, and (by invitation) Dr. Cu Be fis 
Aaronson and Dr. RALPH FLORENCE. bs 
Lichen Planus. Presented by Captain James H. 
woop (MC), USN, and (by invitation) Lr. 
Baxter (MC), USN. ae. 
Lupus Vulgaris. Presented by Dr. CARMEN C. Troia so i 
and (by invitation) Dr. CHARLES AARONSON and Da. Sie 
RALPH FLORENCE. E. 
Epidermolysis Bullosa. Presented by Dr. BENJAMIN 
Gross, and (by invitation) Dr. CHARLES AARONSON and 
Dr. RALPH FLORENCE. = a i” 
Early Congenital Syphilis. Presented by Dr. CARMEN Cy 
Tuomas, and (by invitation) Dr. CHARLES AARONSON 
and Dr. RALPH FLORENCE. 
Unilateral Lymphangioma and Hemihypertrophy. Preji 3 
sented by Dr. Benyamin Gross, and (by invitation) — he 
Dr. CHARLES Aaronson and Dr. RALPH FLORENCE, — 5 
Systemic Lupus Erythematosus. Fixed Drug Reaction — 
(Barbiturate?) Presented by Dr. Carmen C. THOMAS E 
and (by invitation) Dr. CHARLES AsROuRSS and © Dr. ee 
RALPH FLORENCE. ike a 
Hypertrophie Lichen Planus—Generalized, with ‘Poss 
flammatory Pigmentation. Presented by Dr. Canai 
C. Tuomas, and (by invitation) Dr. CHARLES AARONS 
and Dr. RALPH FLORENCE. l 
Dislocation of Cervieal Vertebra. Calcification i in 
Associated with Osteoporosis. Presented by DR. 1 
C. Tuomas, and (by invitation) Dr. CHARLES Aarons 
and Dr. RALPH FLORENCE. 
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pruritus in the axillae and inguinal regions, along, Fy. 
with decreased hair growth and follicular papule eS. ç 
The condition is aggravated by emotional tensio; 3 F 
and excitement. She had a hysterectomy at age 

The report on the biopsy specimen was as ste 
lows: “Fox-Fordyce disease. Serial sections studied. 
Pathognomonic changes consisting of focal vesicula- 


tion at intraepidermal portion of apocrine duct | 
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Fox-Fordyce disease 
(presented by Dr. Leslie 
Nicholas). 


were seen. Hyperkeratotic plugging of apocrine 
duct, and inflammatory changes about apocrine 
duct and tubules were also visible.” 

The patient has been treated with trimeparzine, 
2.5 mg. twice a day, and an emollient cream. These 
have produced symptomatic relief, although the 
lesions have persisted. 


Fox-Fordyce Disease. 
DorotHy Lynn. 


Presented by Dr. 


A white woman, aged 22, presented follicular 
papules and some pigmentation ef the skin of the 
axillae, pubes, and sternum. The condition ap- 
peared in September, 1958, with axillary itching 
followed by papular eruption of the axillae, pubes, 
and sternum. The patient had a bladder infection 
treated with penicillin and sulfonamides in October, 
1958. 

The report on the biopsy specimen was as fol- 
lows: “Examination of serial sections revealed the 
pathognomonic change consisting of vesiculation of 
intraepidermal portion of apocrine duct., Other 
changes: focal hyperkeratosis, peritubular inflam- 

*mation also seen.” 

The patient has been treated with antihistamines, 

with considerable symptomatic improvement. 


Discussion 


Dr. Lestie NicHoLas: Captain William Hall, 
USN, and I studied the first case over one year 
ago, and then presented her to this Society. No one 
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accepted our diagnosis of Fox-Fordyce disease, 
since the histologic picture at that time failed to 
show apocrine miliaria. The Society agreed that 
this woman had an axillary neurodermatitis. Now, 
even though the clinical appearance is the same, 
the original diagnosis is acceptable because the 
pathognomonic changes of Fox-Fordyce disease 
are seen on histologic study. 


Dr. Leorotpo F. Montes, Ann Arbor (by invita- 
tion) : Not too long ago we had a very interesting 
experience at the University of Michigan Medical 
Center with a case similar to the first case, with 
Fox-Fordyce disease. Our patient was a 49-year- 
old woman, who developed this condition shortly 
after a surgical menopause. The biopsy showed 
all the features of an apocrine miliaria. Urinary 
studies revealed that 24 hours’ excretion values for 
the Follicle Stimulant Hormone were 48 mouse 
units, and for the estrogens, 3 rat units. 


On the basis of the results obtained in previously 
reported cases (Pick, W.: Arch. Dermat. & Syph. 
13 :782-793, 1926; Roxburgh, A. C.: Brit J. Der- 
mat. 55 :121-214, 1941), we decided to start her on 
premarin, 1.25 mg. daily. There was an initial im- 
provement in the pruritus, but the condition re- 
mained essentially the same after two weeks of 
such treatment. Then the dose was increased to 
2.5 mg. daily. This dose level was maintained for 
four more weeks, and still failed to control the 
itching. At the end of this period the Follicle 
Stimulant Hormone was still high. The patient 
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sli This response was ‘correlated with an in- 
er. in the urinary estrogens, and with a definite 
-reduction of the Follicle Stimulant Hormone out- 

i It seems to me that, although the estrogen ther- 
p apy used in such a dose is not a cure for the dis- 
D ease, it may produce a good remission of the 
= S symptom. Whether this is due to a direct depres- 
y- ` sion of the apocrine secretion, or has any relation 
= to the inhibition of Follicle Stimulant Hormone, 
= remains to be determined. 

Dr. Harry J. Hurtey (by invitation): In the 
= slides of the second patient, there was apparent 
= mucinous infiltration of much of the dermis. This 
= change has been described by Winkelmann, R. K. 
~ and Montgomery, H. (A.M.A. Arcu. DERMAT. 
= 74:63-68, 1956). Although it is not to be con- 
-= sidered pathognomonic for Fox-Fordyce disease, it 

is strikingly evident in this section. 

Dr. Joun P. Scutty, Reading Pa.: What was 
the feeling of the Gynecology Department con- 
cerning the treatment of this postmenopausal 
woman with 5 mg. of premarin a day? 


-~ Dr. Leorotpo F. Montes, Ann Arbor (by in- 

= vitation): This treatment was carried out in col- 
laboration with Dr. Samuel J. Behrman and Dr. 
Gardner M. Riley of the Gynecology Department. 
The latter performed the hormonal studies which 
showed that the urinary estrogens, while the pa- 
tient was taking 5 mg. of the drug daily, were not 
higher than those of a normal menstruating 
woman. They were much lower, of course, than 
those of a pregnant woman. At any rate, the dose 
was maintained at that level for only a few more 
weeks, and, interestingly enough, the itching reap- 
peared when the dose was reduced later on. 
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Black Dermographism. Presented (by invitation) 
by Dr. HArry J. HURLEY. 


The patient, a white woman aged 26, well de- 
veloped and well nourished, in no acute distress, 
; has noted, since August, 1958, black staining of the 
skin after contact with certain metals, including 
rings, silverware, jewelry, and the like. The dis- 
coloration does not rub off easily, but it can be 
removed with soap and water. It is limited to the 
points of contact with the metal. The patient has 
had no previous dermatitis, pigmentary disturbance, 
or systemic illness of note. 


The medical examination was noncontributory. 


p The patient has been treated with hydration of 
the skin and application of emollient cream, with- 
out improvement. 


Discussion 


Dr. Harry J. Hurvey (by invitation) : Dr. Erich 
Bir pattach and Dr. Donald M. Pillsbury published a 





comprehensive report on the subject of Blac ko 
Dermographism in the Journal of the American 3 
Medical Association (J.A.M.A. 121 :485-490, 1943). 
This condition has nothing to do with nrtication™ or 
wheal formation, and the designation “dermograph- 
ism” is a misnomer. It is purely a physical phe- — 
nomenon which results from the deposition on theos 
skin of metallic particles which are removed by 
contact with a rough, “harder” surface. Usually he S. 
intervention of powder or some other abrasive sub- 
stance is required. This girl vigorously denies the E 
use of any such preparations. Apparently her skin es, 
alone is rough enough to allow for the deposition — 4 
of metallic particles. As was demonstrated also, 
the phenomenon may be produced on cloth or paper, — 
emphasizing its physical nature. ‘<i 
Dr. WALTER B. SHELLEY: Is there any evidence — Š: 
of a change in the estrogen secretion pattern in this 
patient? Apparently this reaction was first noted a — 3 
year and a half ago, and I assume that at that time 
the skin changed in texture. 2 A 
Dr. Harry J. Hury (by invitation): I will — 
investigate this further. As I recall, the patient has y 
a perfectly normal menstrual history, and examina- 
tion disclosed no endocrinologic abnormalities. “4 
Dr. Leste NicHoras: Not all metal atena 
produce the reaction in this patient. When she uses 
eating utensils which are either sterling silver or — 2a 
silverplated, she gets the reaction; but when the — 
harder stainless steel utensils are used, no black — e; 
marks are produced. ; A 
Dr. Harry J. HurLey (by invitation) : Urbach 
and Pillsbury pointed out that 18-karat gold will 
not produce this reaction, while 14-karat gold will. — 
This was presumed to be due to the higher con- 4 er 
tent of copper in the latter. a 
Dr. WALTER B. SHELLEY: I should like to sug- 
gest that the patient be given vitamin A to see if in 

















































































some way it will prevent the occurrence of this a j 
reaction. Koor 
K ae, 
Compound Cellular Nevus on Right Sole. Presented by _ 4 
Dr. Joun L. Mutuerin and Dr. Josepn A. WITKOW- as 
SKI. Ee: 
BA 
Macular Atrophy? Presented by Dr. HERBERT A. Lus- ri A 
COMBE. ie 3 
Granuloma—Etiology Undetermined. Presented by Dead 
Harry J. Hurrey (by invitation), and Dr. WALTER E 
SHELLEY and Dr. STEPHEN T. WHELAN. £ 
Lupus Vulgaris. Presented by Dr. Harry J. HURLEY (by — 
invitatjon), and Dr. Dororuy LYNN. 


Neurodermatitis. Presented by Dr. STEPHEN T. WHELAN. 4 


Keloids. Presented by Dr. Dorotuy Lynn. e 
i Ka 

Keratosis Follieularis with Episode of Bullous Darier’s if: 
Disease. Disseminated Lupus Erythematosus. Presented — 
(by invitation) by Dr. Harry J. HurLEY, Dr. Marvin © 
SEVEN, and Dr. AUDREY JOHNSON, pie: 
Lichen Nitidus. Presented (by invitation) by Dr. HARENA K 
J. HuRrLeEY. S 
Lymphocytic Infiltration, Solar PER ENN 
Presented (by invitation) by Dr. a 


Alopecia Mucinosa. 
thema and Edema. 
Harry J. HURLEY. 





























mid, es Ri a) ; A fae $i Bis We pies ef 
Multiple Pr ae with Mild A ronisin: 

-= Raynaud’s Phenomenon, Reflex Sympathetic 
a ‘an Dect Possible Sjogren’s Syndrome, Possible 
i. _ Amyloidosis. 2. Diabetes Mellitus. 3. Chronic Osteo- 
“as arthritis. Presented (by invitation) by Dr. Harry J. 
Re Hourrey and Dr. Purr R. Nasr. 


Tepen Selerosus et Atrophicus. Presented by Dr. LESLIE 
NIcHoLas. 
| Peat Saher Syndrome. Presented (by invitation) by 
Dr. Harry J. Hurrey and Dr. JosepH GAMBUCCA. 
ae auloma Inguinale. Presented (by invitation) by Dr. 
_ Harry J. HURLEY. 
‘en R mateid Arthritis. Diseoid Lupus Erythematosus. Dis- 
j _ seminated Lupus Erythematosus. Presented (by invita- 

































pon dees De “Maen a 
and Dr. AUDREY JOHNSON. 
Marfan’s Syndrome. Thrombophlebitis ef Left Les. 1 
sented (by invitation) by Dr. Harry J. Hoake 


Dr. DANIEL Mason. 


~~ nhas 
tion) by Dr. “Hay Y: 


yA 


Spiegler-Fendt Type of Lymphoma. 
Jonn P. Scutty. 


Presented by Dr. 


and 


Bowen’s Disease. Presented by CAPTAIN James H. LocK- 


woop (MC) USN, and (by invitation) Lr. D. L. BAXTER 
(MC), USN. 
Sjogren’s Syndrome. 
Harry J. Hurtey, 
AUDREY JOHNSON. 


Presented (by inwitation) by Dr. 
Dr. Marvin SEvEN, and Dass 
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Abstracts from Current Literature 






rt ER THE EFFECTS OF CHEMICAL AND PHYSICAL AGENTS ON FILARIFORM LARVAE OF ANCYLOSTOMA 
-~ ç Brazrurense. H. Brank; M. W. WINTE, and J. W. Becx, Am. J. Trop. Med. 8:401-404 —. 
) ome (July) 1959, ? 
x = One hundred eighty-three compounds were tested in vitro against the filariform larvae of | 
- Ancylostoma braziliense, the common etiologic agent of creeping eruption. The effectiveness 
= of the organic phosphates, Co-ral and malathion, the chlorinated hydrocarbon, Dilan, the 
à phenothiazine, chlorpromazine, and the nematocide, Vapam, suggests that they might be ef- 
= fective both in human infestations and for applications to contaminated soil. The authors > 
= also emphasize the importance of spontaneous cure in the evaluation of drug therapy for 
~ Creeping eruption. / n5. k 
SA SmitH JR., Miami, Fla. 


War AS AN EPIDEMIOLOGIC FACTOR IN THE SprREAD or Sypuitis. E. I. Botoca and E. 
Jonesco, Ann. dermat. et syph. 86:124-136 (March-April) 1959. oe 
A 25-year period was studied, involving 7,000 cases of syphilis, 65% of them florid, ae 
~ Three periods could be distinguished, which formed a bell-shaped curve. Prior to the war 
ag (1933-1940) the incidence was stable. The war period (1941-1950) was characterized by 
= an immediate and continuous recrudescence which lasted during the military phase (1941- 
= — 194); an increase which continued two years after demobilization (1944-1946); progressive 
a ` return to initial figures, which required four years (1946-1950). The postwar period which 
=~ commenced, from an epidemiologic point of view, only six years after the end of hostilities, 
=~ maintained prewar values at a reduced and stable level, characteristic of peace time. hi 





Derses, New Orleans. 


Cuyronic SWEAT RETENTION OF A RECURRENT URTICARIAL ERYTHEMA Type. W. M. STEw- 
"3 ART and R. Laumonter, Ann. dermat. et syph. 86:147-152 (March-April) 1959. 
pat Bd This case was remarkable because of the unique clinical aspect of recurrent urticating 
Pee ope erythema, in plaques; because of its chronic evolution independent, or practically so, of all 
~ thermal factors; and because of its complete histology. Good pictures of histology. 





GA Derses, New Orleans. 
SURVEY OF EE FEEN VENEREUM IN FRENCH GUIANA. H. FLocm and M. MAILLIOU, 
Ann. dermat. et syph. 86:153-158 (March-April) 1959. 


i In “healthy” persons there was a 4% incidence of positive Frei tests and a 6.5% incidence 
ss of positive complement-fixation tests. Males were more frequently involved (61%) than 
» females. (39%). 
r l Derrges, New Orleans. 
INCONTINENTIA PIGMENTI ASSOCIATED WITH FUNCTIONAL SWEAT AND PIGMENTARY DIFFI- 
E CULTIES IN THE ASCENDENTS. X. VILANOVA and J. Pinot AGUADE, Ann. dermat. et 
be syph. 86:247-258 (May-June) 1959. 
Bee. The authors report a familial observation of incontinentia pigmenti with slight palpebral 
ane asymmetry in the paternal grandmother, the father, and the daughter. This may constitute 
a unifying example between the classic form and the reticulated pigmentary dermatosis of 
Franceschetti-Jodassohn. 

: Derses, New Orleans. 


MELKERSSON-ROSENTHAL SYNDROME WITH COoLOBOMA OF THE IrIS. V. MARINKovic and 
Shes D. Stevanovic, Ann. dermat. et syph. 86:281 (May-June) 1959. 


kag This article presents a woman, age 30 years, with recurrent paralysis of the left facial 
ia nerve since 12 years of age and with recurrent macrocheilitis of the upper lip since age 
k = of 27. There was a lifelong coloboma, and plicated glossitis was found on examination. 
fe = Epithelial cells were found in the dermis, surrounded with a crown of lymphocytes. Lang- 
; hans’ type giant cells, as well as foreign body giant cells, were present. There was neither 
EN fibrinoid nor caseons necrosis. 

p Eir aby Derses, New Orleans. 


209/331 


TETS, We = es 

Ta, 5 ae 

è Da Oy a oe 
fae RES AATE A 

CRE E TY., is: 












et: 





az ` ‘ i es J 
(ae ie, Obes EEA SE TEPEN: RAE 
r 4 aE E AOTER Deis Oa 
4 ; F A E N p i= ae TTEN | oh es S as | i atar VAS 
i oes Ce T E A E enn ET a y y, S 
oath? FA 48 T aaa E r I. 
" T yi> d f AG Sr fe ATAA Pt 
r? fr ae rh; mys, te 


e 


PROBLEMS OF BIOPATHOLOGY OF EPIDERMIS. A. Tostr; R. Scerrato, and M.L. FAZZINI, Ann. 
ital. dermat. sif. 12:233-256 (July-Aug.) and 12:327-348 (Sept.-Oct.) 1957 and 13:47-94 
(Jan.-April) 1958. 


An extensive investigation from the Dermatologic Clinic of the University of Palermo 
on the biology of human epidermis studied layer by layer under a variety of conditions and 
evolution and in particular the orientation of the axis of mytotic divisions. Intercellular 
bridges are interpreted as pseudostructures resulting from the interaction between cells’ 
surface and cementing ground substance of the epidermis. Mytochondria were isolated from 
acantholytic material. Cytometric studies of the projected and graphically reproduced micro- 
scopic appearance of the cells permitted a distinction between cellular changes induced by 
pemphigus and those induced by achantholytic drugs. Regenerative inhibition of epidermal 
cells by x-rays and colchicine is called stathmocynetic action or phenomenon. According to 
the authors, there is a progressive decrease in the number of mytotic divisions with the 
increase of distance from the dermal-epidermal line. This dermal-epidermal junction line 
represents a reservoir of regenerative potential. The authors deny any biological inde- 
pendence between basal and squamous layers. An index of the mytotically active Malpighian 
cells and the existance of a succession of mytotic waves was elaborated and suggested. The 
nuclear population compared in acanthotic and in normal epidermis showed a lower number 
of cells in the thickened epidermis than in any equivalent area of normal epidermis. 


RoncHESE, Providence, R. I. 
RHINOSCLEROMA. D. O. Prerini, J. L. GONZALEZ, J. A. E. ScHroTT, Arch. argent. dermat. 
8:91 (June) 1958. 


The authors review the literature of rhinoscleroma and report the 8th case observed in 
Argentina. The disease, endemic in some European countries, is very common in Central 
America, especially in El Salvador and Guatemala. It has been frequently observed in Chile 


_ and Colombia and exceptional cases have been reported in Cuba, Brazil, Uruguay, and 


Bolivia. The patient reported, a woman from the providence of Mendoza, died of the 
disease after 18 years of evolution. The lesions had extended to involve the palate, face, 
and even the tympanic cavities, forming fistulous tracts surrounded by polypoid masses. The 
correct diagnosis was not established until too late in the course of the disease for success 
to be expected from any medication. However, local improvement was observed after topical 
applications of polymyxin in powder form, and the authors recommend that this drug 
should be considered in future cases. Previous treatments with antibiotics and steroids failed. 


CANIZARES, New York 


RECIDIVANT FIGURATIVE ERYTHEMATOID PAPULAR ACTINODERMATITIS. E. D. L. Jongureres ; 
M. A. Mazzint, and H. J. S. CABALLERO, Arch. argent. dermat. 8:105 (June) 1958. 


The authors state that the clinical picture known by the North American dermatologist 
as “lymphocytic infiltration of the skin” of Jessner and Kanof had been previously described, 
in 1951, by Quiroga, Noussitou, and Agneta in Argentina under the name of “persistent and 
figurative papular erythema,” and partially by Lamb, Shelmire, Cooper, and Keaty, in 1950, 
as a type of their “solar dermatitis.” In 1951, Noussitou made an exhauśtive study of 14 
cases. This condition is probably not identical with Gougerot’s “erythematous lupus tumidus.” 
The authors stress the importance of radiations of different types in the appearance of this 
condition, not only sun light but possible heat as proved by one case which developed lesions 
after exposure to the fire of a boiler. They state that no case has been reported in which 
eruption was followed by neither acute nor chronic lupus erythematosus. There is a detailed 
report of eight cases with many clinical and histopathologic photographs. They state that 
the histopathologic picture is too variable and nonspecific to allow a diagnosis to be made 
and is insufficient criterion to warrant a special term such as lymphocytic infiltration of the 
skin. Since this eruption is closely connected with radiation, either from the sun or some 
other source, a generic name is suggested, “recidivant figurative erythematoid papular 
actidermatitis.” 

CANIZARES, New York 


DiertaAL Hippocratism. D. GRINSPAN, Arch, argent. dermat. 8:127 (June) 1958, 


The author reports a woman, 39 years of age, who since the age of four presented 
hippocratism of the fingers and toes. There were no bony changes, which ruled out Bam- 
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¥ - berger-Marie’s disease (pulmonary hypertrophic osteoarthropaty). There were no pulmonary 


or heart disease or other systemic conditions. The author considers the malformation to be 


idiopathic and, because of certain familial history of various types of dysplasia, presumes 


that it is a genodermatosis. 
Canizares, New York. 


PorpHyric Dermatomyositis. J. M. Borpa and S. G. STRINGA, Arch. argent. dermat. 8:135 


(June) 1958. 


The author reports a 53-year-old white man with idiopathic cutaneous porphyria with 
bullous, erosive, and pigmented lesions of 13 years duration. The patient presented digestive 
and neurologic manifestations (mixed porphyria) which later developed into a clinical and 
histopathological typical picture of poikilo dermatomyositis. The authors believe that the 
alteration of the metabolism of tetrapyrrolic pigments is the primary and causative factor in 
the disturbances of the connective and muscular tissues in this poikilodermatomyositis. To 
support this conclusion they refer to other collagen diseases (escleroderma, etc.) and elasto- 
pathies (colloid pseudomilium and cutis romboidalis) of porphyric etiology. 


CANIZARES, New York. 


CONTRIBUTION TO THE PATHOPHYSIOLOGY OF THE MAstocytTe. L. Craps, Arch. belges dermat. 
—syph. 15:119-131 (June) 1959. 


Various cutaneous Aggressions, including freezing with ethyl chloride, histamine liberators, 


e.g., 48/80, proteolytic enzymes and anaphylaxis produced degranulation of the most cells. 


proportional to the reduction of histamine in the skin. Freezing of the skin and the local or 
parenteral injection of histamine liberates a mastocytic degranulation and a liberation of 
histamine proportional to the degree of aggression. Such may be total, Proteolytic enzymes 
and antigen antibody reactions have the same effects but to a lesser extent. 


Derses, New Orleans. 


ADJUVANT AND STIMULANT SUBSTANCES OF THE ALLERGIC STATE. A. ALECHINSKY, Arch. 
belges dermat. et syph. 15:132-137 (June) 1959. 

The author describes the factors influencing the Sanarelli-Schwartzman effect. Giving 
and preparing the injection simultaneously, subcutaneously and intravenously, has an inhibiting 
effect. Various proteins, such as testicular extract, horse serum, cow’s milk, as well as 
calcium chloride act in the same way. Cortisone given two hours before the second injection 
has no inhibiting effect in disagreement with the observation of Schwartzman. If the corti- 
sone is mixed with the prepared injection given simultaneously in the skin and in the vein, 
the hemorrhagic effects do appear, on the contrary. 

Derses, New Orleans. 


EXPERIMENTAL INOCULATION AND LIPOLYTIC ACTIVITY oF CANDIDA ALBICANS: FUNGICIDAL 
Activity oF PHEeNyL-Mercuric Borate. H. BRABANT and A. DELMOTTE, Arch. Delga 
dermat. et syph. 15:138-139 (June) 1959. 

Tt is possible to produce experimental infective dermatosis by means of epicutaneous 
inoculations, which is similar to impetigo but which contains no bacteria. This is thus a 
method of evaluating the virulence of C. albicans strains. The potent fungicidal action of 
phenylmercuric borate is inhibited by thioglycolate. : 

Derses, New Orleans. 


GLYCOGEN IN BuLLous DerRMATosis. M. Lepoux-Corspusier, Arch. belges dermat. et de syph. 


15:140-152 (June) 1959. . 


Glycogen is increased in epidermal cells at the edge of papules of erythema multiforme, 
Diihring’s disease, and bullous prurigo. The top of the bulla has no glycogen. During the 
slowing down and disappearance of heratinization process there is an overloading of the cell 
in glycogen; due to a defect in glucose utilization, it is mostly noticed in pemphigus. 


Derses, New Orleans. 


MIxep Tumors oF SKIN. W. NrxkotowskI, Arch. klin. u. exp. dermat. 209:1-12 1959. 


Four mixed tumors of the face (nose, cheek, and eyebrow region) were clinically diagnosed 
as sebaceous cyst, cystic basaloma, fibroma, and follicular cyst. Microscopically, tumors of 
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a _ the corium were found consisting of epithelial-cell formations surrounded by connective 
3 


HOLLANDER, Springfield, Mass. 


aa LocALIZATION OF Micropes or Skin. H. Récxt and E. Mutter, Arch. klin. u. exp. dermat. i 
E 209 :13-29, 1959. i 
is, Strip method experiments on skin and culture examinations showed distinct and con- 
“ae tinuous decrease of microbes from the surface of the stratum corneum toward lower parts. 
io . About 75% of microbes were found between the horny lamellae of the pars disjuncta; the | 
‘i remaining 25% were in the pars conjuncta or in the barrier of the stratum corneum. Some- M 
Be times microbes were found in an area corresponding with the depth of the stratum lucidum. 
No microbes were in sweat and sebaceous glands or their ducts; sometimes microbes were j 
found in follicular orifices. is 


HOLLANDER, Springfield, Mass. a 


POSTINFLUENZA VASCULITIS “ALLERGICA” AS PURPURA NECROTICANS WITH KIDNEY INVOLVE- 
MENT. H. Krespack, Arch. klin. u. exp. dermat. 209:30-44, 1959. i 


> 

Purpura necroticans of both legs and hemorrhagic glomerulonephritis developed in a i i 
66-year-old man about three weeks after the onset of influenza. Histologically, acute vas- a 
culitis of the corium was found. The vascular changes were considered to be an infectious- ee: 
allergic reaction to previous virus infection. The author discusses the possibility of this case’s aa 


being the first observation of an etiologic connection between allergic vasculitis and Asiatic. t 
influenza. : ooh 
HOLLANDER, Springfield, Mass. 


SIMULTANEOUS GENERALIZATION OF BENIGN BASALOMAS OF BOTH SPIEGLER AND BROOKE f 
Tyres. H. E. KLEINE-NATHROP, Arch. klin. u. exp. Dermat. 209 :45-55, 1959, 


A 60-year-old man has been affected for 45 years with tumors which at age 13 began 
developing on the face, ears, occipital region of scalp, and back and became more generalized 
over the years. Clinically, tumors representing both cylindroma (Spiegler type) and epithe- 1s 
lioma adenoides cysticum (Brooke type) still existed at the time of the most recent examina- Px: 
tion. Whereas, about 30 years ago histologic examination revealed both Spiegler cylindroma SA 
and Brooke epithelioma, recent histologic examination of about 25 tumors showed tumors i 
of Spiegler type only. Unbearable pruritus existed lately. The important features of this Si 
observation were the benign character of the tumors over a period of 45 years and the non- | 
existence of tumors on all skin areas free of hair follicles. The author feels that Spiegler 
cylindroma possibly derives from the hair follicle, an origin already recognized for Brooke ei 
tumor. 5 


HOLLANDER, Springfield, Mass. 


SIGNIFICANCE OF REDOX POTENTIAL FoR PHYSIOLOGY AND PATHOLOGY oF SKIN: THIRD REPORT. 
H. Lancuor, Arch. klin. u. exp. Dermat. 209 :56-65, 1959. 


Hypotheses are given about the development of certain hyperkeratoses and explained by 
clinical examples. Melanogenesis represents a fermentation process dependent on the redox 
potential. 
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HOLLANDER, Springfield, Mass. 
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Exectron Microscopic EXAMINATIONS IN PROGRESSIVE SCLERODERMA. G. W. KORTING; 
H. Horzman, and K. Kuan, Arch. klin. u. exp. Dermat. 209:66-75, 1959. 


No quantitative or qualitative differences of the periodate-silver-urotropin reaction could i 
be found in comparative studies on pachyderma, keloid, and normal skin. An increase of 2 
carbohydrate components in progressive scleroderma exists in the interfibrillar substances 
only, not in the collagenous fibers. 
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HoLLANDER, Springfield, Mass. 3 
‘ NELSON TEST AS CRITERION FOR SUCCESSFUL ANTISYPHILITIC THERAPY. W. BERLINGHOFF 4 
me and G. Vocet, Arch. klin. u. exp. Dermat. 209 :76-96, 1959. : 
ee This presents re-examinations on 675 previously treated syphilitic patients. Treatment 
ae consisted of arsphenamine (Salvarsan) and bismuth, arsphenamine (Salvarsan), bismuth, and. a 
t 212/334 A 
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years and in some cases several decades had Basis between treatment start and re-examina- 


tion. Nelson test (TPI) was always negative in seronegative primary syphilis; in seroposi- 


tive primary and in secondary syphilis in about three-fourths of all cases; in late congenital 
syphilis in one-eights of all cases. With exception of early latent syphilis TPI could not be 
influenced by therapy in cases of late latent syphilis (treatment start after five years), 
visceral, tertiary, and neurosyphilis. Cure of syphilis is principally dependent on the duration 


# of the disease before start of treatment and less dependent on the choice of therapy. In 220 


cases of various stages of syphilis TPI showed a positive reaction, whereas other serore- 


- actions (Wassermann, Meinicke, Kahn, Kolmer, Hamel, Gaethgens, and Fihner) were 


negative. This demonstrates the diagnostic importance of the Nelson test in treated syphilis. 
HOLLANDER, Springfield, Mass. 


COMPARATIVE CHEMICAL EXAMINATIONS ON PHYSIOLOGIC AND PATHOLOGIC KERATIN: FIRST 
Report. R. HAHNEL, Arch. klin. u. exp. Dermat. 209 :97-103, 1959. 


N-terminal amino acids of insoluble keratin of normal callus, scales of psoriasis, nail, and 
hair were examined quantitatively. N-terminal amino acids were equal in callus, nail, and 
hair; scales of psoriasis contained ten timés more N-terminal amino acids. 


HOLLANDER, Springfield, Mass. 


COMPARATIVE CHEMICAL EXAMINATIONS ON PHYSIOLOGIC AND PATHOLOGIC KERATIN: anon 


_ Report. R. HAHNEL, Arch. klin. u. exp. Dermat. 209:104-110, 1959. 


Keratin from scales of psoriasis was less resistant to thioglycolate than keratin from normal | 


callus, nail, and hair. 
HOLLANDER, Springfield, Mass. 


CUTANEOUS HEMANGIOPERICYTOMA. J. C. PALOMINO and B. Sacaro, Bol. Soc. cubana Dermat. 
Sif. 15:1 (March) 1958. 


The case of an 18-year-old woman with a dime-sized, infiltrated, violaceous, nodular 
lesion, painful to pressure was localized to the anterior aspect of the thigh. The lesion was 
of three years’ duration. Microscopic examination showed the characteristics of hemangio- 
pericytoma. Silver stains failed to show the presence of nervous elements, helping to differen- 
ciate this condition from glomus tumor. 

CANIZARES, New York. 


TREATMENT OF LEPROSY WITH CYCLOSERINE. V. P. CASTELLO, Bol. Soc. cubana Derma- 
tologia Sif. 15:16 (March) 1958. 


The author reports the results obtained with D-cycloserine (D-4-amino-3-isoxazolidinone) 
in 10 cases of leprosy. The dosage used was three or four tablets of 250 mg. daily. This 
was well tolerated and no serious reactions were observed. There was a definite clinical 
improvement in most cases but in none did the lesions disappear entirely. Bacteriologic 
studies remained positive, but the organisms showed signs of degeneration. The author con- 
cludes that cycloserine is an excellent addition to antileprous therapy which deserves study 
on a large scale. He recommends that the dose should not exceed 750 to 1,000 mg. daily. 


CANIZARES, New York. 


LOCAL TREATMENT OF NEUROVASCULAR ULCERS OF THE LOWER EXTREMITIES. DR. O. RAMIREZ, — 


Bol. Soc. cubana Dermat. Sif. 15:59 (June) 1958. 


Four cases of leg ulcers of longstanding were treated with applications of dehydrated 


powdered coffee with satisfactory results. 
CANIZARES, New York. 


ERYTHEMA NoposuM: A Stupy oF Seventy Cases. C. M. R. Vesey and D. S. WILKINSON, 
Brit. J. Dermat. 71:139-155 (April) 1959. 

Seventy consecutive cases of erythema nodosum from an area in southeast England were 

analyzed. Those which were considered streptococcal in origin comprised 45.6%; 5.6% 


tuberculous; 35.7% sarcoidal; and 13% of mixed or unknown origin. Tuberculin reactions 


were not significant in the study because of the high percentage of positive reactors in the 
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= BCG. Sarcomosrs. P. ErLman and L. G. Anprews, Brit. M. J. 1:1433-1435 (June 6) 1959. 


A girl vaccinated with B.C.G. developed a histologically proved case of sarcoidosis seven 
years later. The tuberculin sensitivity which was negative during her sarcoidosis reverted to 
positive after her sarcoidoses resolved spontaneously. The authors suggest that the patient 
might have developed tuberculosis if she had not had a B.C.G. vaccination. 
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LAzAR, Chicago. 


STUDIES IN THE EPIDEMIOLOGY OF TINEA Pepis: TINEA Pepis IN ScHooL. CHILDREN. M. P. 


Excis and M. D. Grsson, Brit. M. J. 1:1442-1446 (June 6) 1959. 

Ree School children in Bristol, England, were examined for tinea pedis. Boys (1,839) and 
By. girls (2,061) aged 11-14, from 12 secondary schools, and 894 boys, aged 7 to 10 from four 
es... junior schools were inspected both clinically and with microscopic and cultural studies. 

A definite correlation between infection and school district was noted. In boys, the inci- 
dence of infection increased gradually to age 11, and then fluctuated. It was concluded that 
local swimming pools: and the frequency of their use was probably correlated with incidence 
| of infection, which was higher in those districts having pools. 

a T. metagrophytes was responsible for 84.4% of infections, E. floccosum for 3.9% and 
aa T. rubrum for 7.2%. 
ees Lazar, Chicago. 


=, STUDIES IN THE EPIDEMIOLOGY OF TINEA PEDIS: DERMATOPHYTES ON THE FLOOR OF SWIMMING 
ta Barus. M. P. Encs and M. D. Geson, Brit. M. J. 1:1446-1448 (June 6) 1959. 


e z i The authors believe swimming pools are an important source of tinea pedis infections. T. 
metagrophytes was isolated easily from the floors, and more commonly found when used by 
i _ populations with a high incidence of infections. Those using the pools, including the staff, were 
= be more liable to be infected. Brushing and cleansing the floors were effective in removing infected 
ee particles. 
i AA S y Lazar, Chicago 
ANTIMALARIALS IN TREATMENT OF SJOGREN’s SYNDROME. J. M. Hexton, Brit. M. J. 1:1512- 
1512 (June 13) 1959. | 
Twenty-five patients with Sjogren’s syndrome were treated with chloroquine sulfate and 
hydroxychloroquine sulfate. The rationale for treatment was that this syndrome is considered 
by some a form of systemic lupus erythematosus, rheumatoid arthritis is present in two-thirds of 
_ the cases, and that photophobia in L.E. is relieved with these drugs. After 4 to 8 weeks of 
- therapy, ocular irritation and photophobia responded, though 8 failed to improve; toxic effects 
were noted in three persons. 
Lazar, Chicago 
; =  Asour THE CONVERSION oF SALICYLIC ACID INTO ZINC SALICYLATE IN OINTMENTS AND PASTES 
1S = CONTAINING BOTH ZINC AND OXIDE AND SALICYLIC ACID. E. Younc and N. WEIFFENBACH, 
‘ ia = Dermatologica 118:74-86 (Feb.) 1959, 
ara e 
ae ste. This formed compound has the.same properties as zinc oxide and even in freshly prepared 
assar’s paste no free salicylic acid was demonstrable. ; 


A a ie Lazar, Chicago 


EXPERIMENTS ON BLISTER FORMATION :—I, EXPERIMENTS WITH PROTEOLYTIC ENZYMES AND 
HYALURONIDASES. J. P. E. Bursacu, Dermatologica 118 :379-391 (June) 1959. 


Trypsin solutions are capable of interrupting the cohesive forces between epidermis and 
corium and between the epidermal cells themselves. No such changes occur when hyaluronidase 


solutions are injected. 
Burey, Champaign, Ill. 
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ABSTRA CTS “FROM CURRENT LITERATURE 


CLINICAL FINDINGS IN THE TREATMENT OF MucHA-HABERMANN DISEASE (PARAPSORIASIS 
VARIOLIFORMIS) WITH ACRIDINE AND CHOLINE Derivatives. E. Nacy and E. E. BALOGH, 
Dermatologica 118 :391-396 (June) 1959. 

Of three patients with parapsoriasis varioliformis, treated with guinacrine (Atabrine) or 


chloroguine (Resochin), two recovered and one improved. 
, Bu.Ley, Champaign, Ill. 


THE MECHANISM OF BLISTER FORMATION :—I. THE DEMONSTRATION OF PROTEOLYTIC ACTIVITY 
OF BLISTER CONTENT. J. J. HERZBERG, and B. Rompe, Dermatologica 118 :396-406 (June) 
1959. 


Cell-free sterile blister fluid, when brought in contact with a culture of fibroblasts, showed 
a cytolytic activity comparable to that of a trypsin solution. The authors conclude that the 


cytolysis is due to proteolytic ferments in the blister fluid. 
Burey, Champaign, Ill. 


ANGIOKERATOMAS: REPORT OF A CASE OF ANGIOKERATOMACORPORIS DiIFFUSUM. O. RODRIGUEZ, 
Dermatologia. Rev. méx. 1:309 (April-June) 1957. 


A case of angiokeratoma corporis diffusum (Favry) in a man of 27 years of age is reported. 
The lesions were follicular, isolated or irregularly grouped, and involved the face, especially the a 
nose and ears, and the extremities. There were numerous telangiectases. There was no systemic 
involvement. Microscopic examination, originally considered as angiokeratoma of Mibelli, was 
shown later by Montgomery to present deposits of lipids with areas of vacuolization. The ad- 
ministration of calciferol produced a moderate and temporary improvement. 
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CANIZARES, New York. 
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SUBCUTANEOUS CystTiIcercosis. J. H. FRENKEN, Dermatologia. Rev. méx. 2:3 (Dec.) 1958. 

In Mexico the most common localization of cysticercosis are the eye, 46%; the brain, 41.3% ; 
subcutaneous, 6.3%; the muscle, 3.4%; and other organs, 3%. The subcutaneous nodules are 
covered by apparently normal skin, vary from the size of lentil to that of a cherry and are 
detached from the surrounding tissues. The nodules are usually soft but in the case reported they 
were hard in spite of the fact that biopsy showed’ the parasite to be alive. Often after death they 
become calcified and can be detected by radiologic studies. There were some systemic changes but 
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no involvement of the eye or brain could be detected. IN 
Canizares, New York. 9 
SEROLOGIC STUDIES IN PATIENTS WITH Leprosy. G. B. BREÑA, and M. MALACARA, Dermatologia. #7 
Rev. méx. 2:56 (Dec.) 1958. 33 
A serologic study with four different standard serologic tests for syphilis in 82 patients with om ae 


leprosy showed that the positivity of the serologic tests for syphilis in patients with leprosy is pec 
less frequent, the same in both sexes, greater but not only in the lepromatous cases and of less | 
intensity than in syphilis, the degree varying with the different techniques. The percentage of ies 
positivity is independent from the time of evolution of the disease and is in direct relation with fg 
the sedimentation rate. The action of the treatment with sulfones on the serologic tests is not 
quite clear but it appears to increase the positivity at five years or more of treatment. The 
authors suggest the possibility that this may be due to destruction of baccilli and greater 


antigenic stimulus, 
CANIZARES, New York. 


d 


Trnea BARBAE CAUSED BY TRICHOPHYTON RupruM. C. Lizarpo and D. BorrLLI, Dermatologia © 
venez. 1:183 (July) 1958. Ta 
Of five cases of tinea barbae observed in Caracas, Venezuela, only one was caused ty? 

Trichophyton rubrum. In the other four, Trichophyton mentagrophytes var. gypseum was 

isolated. In the case reported, microscopic examination was negative, but numerous colonies 

of T. rubrum grew in pure culture. The patient was successfully treated by manual epilation. 


CANIZARES, New York. 


DISSEMINATED GRANULOMA INGUINALE. R. MEDINA and C. J. ALARcoN, Dermat. venez. 1: 198 





(July) 1958. 
The authors state that the incidence of granuloma inguinale has increased in recent years in w 
Venezuela in spite of the increased administration of antiobiotics. They report a white woman s 
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with extensive lesions on the external genitalia, groins, and inner aspect of the thighs. The 
vaginal mucosa and the uterine cervix were affected. The clinical diagnosis was confirmed by 
the finding of Klebsiella granulomatis. In spite of treatment with streptomycin, terramycin, 
Glucantime and chloramphenicol, the disease continued to spread. Ulcerous lesions appeared on 
the left leg and the development of an intestinal fistula was followed by the death of the patient. 
Autopsy showed granulomatous lesions in the descendent colon, sigmoid, regional adenopathies, 
ureters, fifth lumbar vertebra, and left section of the sacrococcygeal region, as well as in the 
uterus, fallopian tubes, and ovaries. 


CANIZARES, New York. 


KELOIDAL BLASTOMYCOSIS OR JoRGE Lopo’s DISEASE IN VENEZUELA. Dr. I, CAMpPo-AASEN, 
Dermatologia venez. 1:215 (Dec.) 1958. 


The author reviews the 19 cases published of this condition and reports the first two cases 
observed in Venezuela. Most cases have been described in Brazil, in the region of the Amazones. 
Isolated cases have been reported in Costa Rica, Panama, and Colombia. The lesions are 
characterized by their keloidal appearance and their extreme chronicity. The sites of predilection 
seem to be the extremities, especially the lower, and the ears. Only in the case of Trejos in- 
Costa Rica the lymph nodes were involved. The author, after careful mycologic study and 
animal inoculations, concludes that the pathogenic organism of keloidal blastomycosis is 
different from Paracoscidiodes brasiliensis. The article is profusely illustrated with clinical 
and mycologic photographs, some of them in color. 


CANIZARES, New York. 


Factors THAT MAY AFFECT THE BIOLOGIC ACTIVITY oF THORIUM X APPLIED TO THE HUMAN 
SKIN. Dr. F. K. Vecas, Dermatologia venez. 1:241 (Dec.) 1958. 


In a careful and well-controlled study, the author studied different factors that affect the 
biologic activity of thorium X applied to the human skin. He concludes that washing with 
soap and water removes the greater part of the radioactivity of the alcoholic preparations. This 
occurs when the area is washed immediately after the application or even 24 or 48 hours after. 
Covering the treated areas with collodion increased the measurable reactivity, but when the 
layer of collodion was removed it was found the radioactivity was negligeable on the skin, in- 
dicating that thorium X remained in the collodion or in the superficial epidermal cells attached 
toit. Studies by the “strip method” showed that the greater part of the measurable radioactivity 
was localized to the first few layers of the stratum corneum. 


CANIZARES, New York. 


NOCARDIA BRASILIENSIS ISOLATED IN A CASE OF NODULAR, ACUTE, SUPPURATIVE LYMPHANGITIS. 
C. J. ALArcon; J. Opapfa, and D. BoreLLI, Dermatologia venez. 1:269 ( Dec.) 1958. 


A woman who injured her finger with a thorn of a weed, Amaranthus spinosus, developed a 
local inflammation which was followed by the appearance of an acute suppurative, nodular 
lymphangitis. Mycologic studies and animal inoculations proved that the pathogenic organism 
was Nocardia brasiliensis. The authors conclude that this organism is capable of producing, 
not only mycetomas but also inflammatory syndromes, without grains. 


CANIZARES, New York. 


THE Reactivity oF ACANTHOTIC SKIN OF GUINEA Pics. R. L. Baer; C. F. Sims, and S. A. 
ROSENTHAL, Hautarzt 10:199-202 (May) 1959. 

On artificially produced acanthotic skin of guinea pigs the allergic eczematous reaction to 2, 
4-dinitro-l-chlorobenzene and the primary toxic reaction to diluted cantharides tincture are 
compared. The primary toxic reaction is essentially epidermal, while the initial phase of the 
allergic reaction takes place in the cutis. A secondary phase then leads to the well-known 
histological changes of allergic eczematization in the epidermis. 

Bu Ley, Champaign, III. 


PLEUROPNEUMONIA-LIKE ORGANISMS AMONG THE AIRBORNE GERMS OF THE NORMAL SKIN. 
N. Metczer, and P. VASARHELYI, Hautarzt 10:202-205 (May) 1959. 


The bacteriological survey of various areas of the tegument revealed the presence of 
pleuropneumonia-like organisms in 3.3% of 150 healthy persons. The cultured strains showed 
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no pathogenicity for mice. On the basis of their morphological and biological properties, these 
organisms should be considered ubiquitous saprophytes. 


Butey, Champaign, Ill. 


ROENTGENOGRAPHIC FINDINGS IN SCLEROSING DERMATOSES OF THE LOWER LEG. G. LEMKE, 
Hautarzt 10:208-212 (May) 1959. 


The radiographic findings in cases of sclerosing dermatoses of the lower leg are reported 
and their significance in regard to diagnosis, pathogenesis, and prognosis discussed. Nine 
photographs illustrate the author’s message. 


Burey, Champaign, III. 


THE INFLUENCE OF THE CENTRAL NERVE SYSTEM ON EXPERIMENTALLY INDUCED DINITROCHLOR- 
BENZENE ECZEMA OF GUINEA Pics. P. DE GRACANSKY; L. ISRAEL, and J. CoHEN-SOLAL, 
Hautarzt 10:204-298 (July) 1959. 


- Stimulants and sedatives acting on the central nerve system can influence the course of ex- 
perimentally produced eczematous dermatitis in guinea pigs. Under controlled conditions, the 
stimulating drugs cause a more rapid sensitization, while the administration of sedatives is 
followed by a delayed and diminished allergic response. 


Burey, Champaign, Ill. 


THe ROLE OF THE PERIPHERAL LYMPHNODES IN THE PATHOGENESIS OF TUBERCULIDS. 
N. Stmon, Hautarzt 10:303-309 (July) 1959. 


One hundred twenty-five patients or 42.4% with tuberculosis papulo-necrotica and tuber- 
culosis indurativa suffered from the concomitant involvement of lymphnodes in distant regions of 
the body. Treatment, therefore, should not be limited to the pathological changes in the skin 
and special attention should be paid to the lymphnodes. If adequate modern chemotherapy 
fails to achieve the cure of the tuberculous process in the lymphnodes, then surgical excision 
is indicated. 

Burey, Champaign, III. 


THE PRESENCE OF PHOSPHATE IN ORGANIC COMPOUNDS EXTRACTED FROM THE STRATUM 
CORNEUM IN NORMAL AND PATHOLOGICAL KERATINIZATION (Psoriasis). A. SZAKALL, and 
M. Weber, Hautarzt 10:309-311 (July) 1959. 


Chromatographic studies of aqueous extracts from normal and psoriatic stratum conjunctum 
show an abundance of inorganic phosphates in both. The presence of a heretofore unknown 
organic phosphorous compound, which is poorly hydrolyzable, is less than normal in the 
psoriatic material. 


Butey, Champaign, Il. 


VASCULAR NEVI ON THE MIDLINE OF THE FACE ASSOCIATED WITH CONVULSIONS AND IN- 
TRACRANIAL VASCULAR MALFORMATION: A VARIANT OF THE STURGE-WEBER’S DISEASE. 
H. O. Currn, and E. S. GoLpeNsonn, Hautarzt 10 :366-370 (Aug.) 1959. 


Seven patients with pale and inconspicuous vascular nevi on the central portion of the face 
are reported. In six of these, there was at least one important neurological sign of Sturge- 
Weber’s disease. The presence of vascular nevi on the midface, therefore, suggest intracranial 
vascular anomalies in the midline of the face. 


Burey, Champaign, Ill. 


DERMATOMYCOSES IN YuGosLAvIA. E. I. GRIN, and L. Ozecovic, Minerva med. 50:1245-1251 
(April 25) 1959. 

The senior author is director of the Milosevic antimycotic hospital of Sarajevo and the junior 
a professor of veterinary. This interesting report is from European regions where mycoses are 
endemic and familial. Their incidence was found much higher in school children than in 
nonschool ones. Post-puberty cases were more frequent in the female. Often hairs and nails 
were infected. Cattle play an important part in the spreading of the infection, particularly for 
Trichophyton verrucosum. Between 1952 and 1958, 1,335,420 inhabitants were examined 
and 59,886 (70.6%) were found infected. 


RoncHEsE, Providence, R. I. 
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DRUG-INDUCED IMMUNOLOGICAL TOLERANCE. R. SCHWARTZ and W. DAMESHEK, Nature, Lon- 
don 183 :1682 (June 13) 1959. 


The authors report on experiments which may be of the greatest future importance. They 
had previously found that the administration of a purine analogue, 6-mercaptopurine, sup- 
pressed the antibody response in rabbits to the intravenous injection of human serum albumin. 
In the present study, human serum albumin labelled with I-131 was injected into adult rabbits 
intravenously and at the same time, in the experimental group, a daily intramuscular injection of 
6-mercaptopurine (6 mg. per kilogram) was given beginning with the day of antigen injection 
and continued for two weeks. Control animals received only the labeled antigen. In the 
treated animals, the radioactive labeled albumin persisted for a longer time than in the animals 
not treated with 6-mercaptopurine. Of greatest interest was the fact that thirty-six days and 
again sixty-five days later the same animals were reinjected with the human serum albumin, 
but no additional 6-mercaptopurine was given. In the control animals, the human serum 
albumin disappeared very promptly from the serum, indicating that antihuman serum albumin 
antibodies were present in the animals. In the treated rabbits, however, the labeled foreign 
antigen persisted as long as it did in the original animal treated with 6-mercaptopurine. In 
other words, the treated animal tolerated the foreign protein and handled it much the same 
as they would their own serum albumin. By the injection of 6-mercaptopurine at the time of 
the initial injection of the protein antigen, it was possible, apparently, by chemical means in 
the adult animals to induce specific failure of the immunologic response or what is now 
called immunological tolerance. By injection of a second antigen, it was shown that the 
animals had not lost their ability to form humoral antibodies and that the phenomenon reported 
with albumin was not the result of general depression of the immune mechanism, but ap- 
parently was a specific phenomenon produced during the two-week period of administration 
of 6-mercaptopurine. The authors are very cautious in the limited conclusions they draw but 
their experiments point the way to additional work which may make possible the production 
of immunologic tolerance to many foreign substances in adult animals, which has heretofore 
been impossible. 

Harvey BLANK, Miami, Fla. 


MEASUREMENT OF A STAPHYLOCOCCAL ANTIBODY IN HUMAN SERUM BY A MOUSE PROTECTION 
Test. M. W. FisHer, Nature, London 183:1692 (June 13) 1959. 


The author reports on experiments which may be very helpful in understanding the in- 
creasing problem of human staphylococcal infection. He has devised a simple test in which 
mice are challenged with a standard suspension of Staphylococcus pyogenes var. aureus 
suspended in 5% hog gastric mucin via the intraperitoneal route. This produces an acute 
systemic infection in the mouse, lethal to 90%-100% of untreated mice within 24 hours. 
Within 30 minutes of the challenge with the staphylococci, groups of mice are injected 
intraperitoneally with 0.25 ml., each of varying saline dilutions of the serum to be titrated. 
Serum dilutions as high as 1 to 1,000 have been used. By injecting varying dilutions of the 
serum, a titre of protection of the mice can be determined which is expressed as a dilution of 
the serum providing 50% protection against the regularly lethal effects of the staphylococcus. 
Analyses of 50 sera from normal adults revealed PD50 titres ranging from 1 to 3 and 1 to 
2,000. Limited studies have shown that persons with a chronic staphylococcal infection had 
serum titres in the low range of 1 to 10 to 1 to 60. It has also been noted that sera from 
new-born (cord) was substantially lower in mouse protective antibody content than were the 
respective mothers. The author believes that the mouse protective antibody is probably normal 
antibody present in human y-globulin. The further exploration of this sensitive laboratory 
test in patients with various cutaneous infections will be awaited with interest. 


CUTANEOUS METASTASIS or Gastric CARCINOMA: REPORT OF TWO CASES. A. PRUDENTS; 
D. C. BANDEIRA, and L. Catvis, Rev. brasil. cir. 37:65 (Jan.) 1959. 


The authors stress the rarity of cutaneous metastasis of gastric carcinoma. The cutaneous 
lesions of their first case probably originated through accidental implantation during the 
operation and in the second by dissemination through the blood vessels. In one of the cases 
the lesions disappeared almost entirely with the administration of trietilenemelamine (T.E.M.). 


CANIZARES, New York. 
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The American Dermatological Association, Inc. ANNUAL ESSAY CONTEST.—The 
American Dermatological Association is again offering awards for the best essays submitted 
for original work, not previously published, relative to some fundamental aspect of derma- 
tology, or syphilology. The purpose of this contest is to stimulate investigators to original 
work in these fields. Two cash awards are available as follows: One thousand dollars for 
first place and four hundred dollars for second place. 

Manuscripts typed in English with double spacing and ample margins as for publication, 


together with illustrations, charts and tables, all of which must be in quintuplet, are to be 
submitted NOT LATER THAN NOV. 1, 1960. 


The manuscripts should be sent to Dr. Wiley M. Sams, Secretary, American Dermatologi- . 


cal Association, 308 Ingraham Building, Miami 32, Fla. Those which are incomplete in any 
of the above respects will not be considered. Manuscripts should be limited to ten thousand 
words, or less. In order to aid fair judgment, papers should be submitted under a nom de 
plume with no information anywhere in the paper as to the institution or clinic where the 
work was done. Along with the paper by “John Smith,” for example, a plain sealed envelope 
bearing the nom de plume, plus the full name and address of the author, is also submitted. 
Only after all of the papers have been judged and returned | to the Chairman are the sealed 
envelopes opened and the winners known. 

Competition in this contest is open to scientists generally—not exclusively to physicians. 
Members of the American Dermatological Association are not eligible. 

The awards will be made by the Research Aid Committee of the American Dermatological 
Association and its decision shall be final. The essays are judged on the following considera- 
tions: (1) originality of ideas; (2) potential importance of the work; (3) experimental 
methods and use of controls; (4) evaluation of results; (5) clarity of presentation. This 
contest is planned as an annual one, but, if in any year, at the discretion of the Committee, 
no paper worthy of an award is offered, the awards will be omitted. 

The results will be announced prior to Jan. 1, 1961. Essays receiving first and second 
places are the exclusive property of the American Dermatological Association; those not 
winning an award remain the property of the authors and will be returned. 

The candidate winning a first award may be invited to present his paper before the 
annual meeting of the American Dermatological Association with expenses paid, in addition 
to the one thousand dollar award. The time allowed for presentation, of the winning essay 
shall not exceed 30 minutes. Further information regarding this essay Protest may be obtained 
by writing to the Secretary of the American Dermatological Association. 


International Society for Tropical Dermatology.—During the Sixth International Con- 
gress for Tropical Medicine and Malaria, held in Lisbon in 1958, Prof. Aldo Castellani pro- 
posed the formation of an International Society for Tropical Dermatology. , 

An organizing committee has been formed, composed of the following: 

Prof. Aldo Castellani, M.D., F.R.C.P. (London), F.A.C.P. (U.S.A.), Insituto de 
Medicina Tropical, Lisboa, Portugal. 

George Clinton Andrews, M.D., New York City. 

Anthony C. Cipollaro, M.D., New York City. 

Frederick Reiss, M.D., New York City, Organizing General Secretary. 

Over 500 dermatologists, several pathologists and microbiologists have signed up in the 
United States and Canada, and about 300 abroad, representing all five continents. 

The organizational meeting will be held in the near future. It has been tentatively agreed 
that the First International Congress of the Society be held in 1963 in Rio de Janeiro, prior 
to or after the International Leprosy Congress. 

For further inquiries, address Dr. Frederick Reiss, 870 5th Ave., New York (21). 


Doctor Wile Honored.—Dr. Udo J. Wile received signal honor on the occasion of 
the Tri-Annual Reunion of the University of Michigan Medical School. 

Dr. Wile has been honored by many dermatological societies during his long and illustrious 
career, and he greatly prized a medal and a citation of Commandeur de l'Ordre de la Sante 
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Publique, but the present recognition is especially noteworthy, because only under the most 
unusual circumstances is a faculty member at the University of Michigan chosen for such 
distinction. 

The citation as prepared by the University Committee on Honorable Degrees is hereby 
quoted : 


CITATION 


Udo Julius Wile, Professor Emeritus of Dermatology and Syphilology at the University 
of Michigan for his contributions to the scientific knowledge of diseases and especially of 
the terrible affliction syphilis; for the advances in medical theory and practice to which 
through the work of his former associates and students, he is still richly contributing; for 
the reputation finally, which he has brought to our Medical School, the University joins the 
state, the nation, and the medical profession everywhere in expressing gratitude to Dr. Udo 
Wile. He began his researches the year after the discovery of the spirochete of syphilis and 
worked and studied under the most distinguished dermatologists in New York and abroad. 
He introduced the technique of lumbar puncture in the diagnosis of syphilitic diseases. His 
professional career has kept even pace with the human power of confronting this dread 
disease and curing it or ameliorating its effects. He has been one of those truly international 
figures upon whom medical science relies to gather into one strand of local and individual 
achievement. So that they may do him fitting honor and thereby do the University honor, 
the Regents now confer upon him a Doctorate of Laws. 

All of Doctor Wile’s friends, which includes everyone in dermatology in this country and 
abroad, congratulate him and share with him the satisfaction of such recognition. It reflects 
upon the whole of American dermatology. 
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Books 


Carcinogenesis by Ultraviolet Light. By Harold F. Blum, Ph.D. Price, $6.50. Pp. 360, 
with 57 illustrations. Princeton University Press, Princeton, N.J., 1959. 


Dr. Blum believes “the application of the quantitative method may lead us far in the 
elucidation of biological phenomena.” His book on carcinogenesis and ultraviolet light is strong 
evidence for this point. In it are sound scientific information, reports of hundreds of observa- 
tions, thoughts and speculations on various facets of the subject from an inquiring mind in a 
pleasant, readable form. The broad subjects covered are: the effects of ultraviolet light on 
biological systems, experimental carcinogenesis due to ultraviolet light, and practical considera- 
tions for the physician. Though graphs and equations are included, the material is not presented 
in a too highly technical manner. All the data are well documented by a long list of references 
and when speculation is indulged in, it is so stated. Even “ideas that do not fit” have a place, 
as do many known facets on the road to cancer production. Dermatologists may find some 
controversial items under practical considerations which are brief, but these are insignificant 
when measured against the whole book. For someone wanting a wealth of factual material, 
provocative and stimulating reading in a style all can follow, Dr. Blum’s book is highly recom- 
mended. For those thinking about carcinogenesis and associated problems, this book should be 
required reading. 


Cancer of the Skin. By John C. Belisario, C.B.E., E.D., Ch.M., D.D.M., M.D. Price, 
$10.00. Pp. 321, with 201 illustrations and 8 plates. Butterworth & Co., Ltd., 
88 Kingsway, London, W.C. 2, 1959. 


Dr. Belisario has been practicing for 30 years in Australia where the incidence of cutaneous 
cancer and precancerous lesions is unusually high. Because of his sustained deep interest and 
vast experience in the subject, he has long been urged by colleagues to share his experiences in 
a treatise. This book is the result, and in it he has written of his personal observations 
emphasising particularly the clinical features and therapy, though all aspects of the subject are 
covered. Much of the material is original. He employs the term carcinoma rather than 
epithelioma, rodent carcinoma is preferred to basal-cell carcinoma, and he states his reasons 
for thinking so. The high incidence of skin cancer in Australia is associated with a pre- 
ponderance in the population of people of British descent with fair complexions and light- 
colored eyes, and the influence of sunlight in the higher amount of skin cancer in Australia is 
due mainly to the number of sunlight hours of exposure rather than to intensity. These are 
among some nineteen points to which the author calls particular attention. 


The presentation is that of a seasoned teacher and careful observer. The opinions of others 
with regard to classification, origin of tumors, and treatment are carefully evaluated against 
his own views which he states clearly. 


The book is well written, has numerous excellent illustrations, many of them in color, and a 
full bibliography. The diseases are discussed thoroughly as to etiology, clinical appearance, 
pathologic anatomy, and forms of therapy. This book will be read with great interest by those 
interested in the management of precancerous and cancerous lesions of the skin. 


Skin Diseases in the African. By C. H. V. Clarke. Price, £ 4 4s. Pp. Viii and 169, with 261 
illustrations. H. K. Lewis & Co., Ltd., P.O. Box 66, 136 Gower St., London, 1959. 


Those who enjoy browsing will be delighted with this book. It reflects the personal observa- 
tions of a keen clinician in a book that is essentially an Atlas but different from others in that 
the illustrations are accompanied by a running commentary of interesting facts, rather than by 
the usual didactic technique. There is, for instance, such information as in African Negroes a low 
incidence of acne, alopecia, eczema, psoriasis, pruritus, rosacea, and so forth, which the author 
regards as being due probably to a malnutritional cirrhosis of the liver, which is then unable to 
destroy oestrin. Surprising also is the fact that pompholyx, pruritus ani, warts, and tropical 
ulcer are rare, though prickly heat is common. The diseases are grouped into those that affect 
primarily Africans, Eurepeans or both, and those that are common or rare in each group. 
Most of the illustrations are excellent; all are interesting. The comments are brief and to the 
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point and the makeup of the book is attractive. Unlike most such books it is directed not to the 
novice but to those experienced in dermatology. 


Microbiology Yesterday and Today. By Vernon Bryson. Price, not given. Pp. 122. 
Institute of Microbiology, Rutgers University, The State University of New Jersey, 
New Brunswick, N.J., 1959. 


This is a book of high order. It consists of the seven papers read at a symposium at 
Rutgers University on the occasion of Dr. Waksman’s seventieth birthday, his fortieth at 
Rutgers as teacher and researcher in microbiology, and on the fifteenth anniversary of the 
discovery of streptomycin. Written by distinguished experts, there is much in this volume of the 
history of microbiology and of perspectives for the future of antibiotic research. 


Quastel’s “Microbial Biochemistry and Its Development”; Woodruff’s “Antibiotics—a New 
Field for Microbiological Research and Perspectives for the Future”; Heidelberger’s “Episodes 
in Immunochemistry”; Cowan’s “Bacterial Classification—Problems and Developments”; Bry- 
son’s “Some Contributions of Genetics to Microbiology”; Skriabin’s “Aspects of Russian 
Microbiology”; Waksman’s “Microbiology—Yesterday and Today” are the broad topics re- 
viewed. 


The conversion of glucose to alcohol, Kreb’s citric acid cycles, specific microbial inhibitors, 
anaerobic metabolism, microbial ecology, taxonomy and descriptive microbiology, enzymatic 
mechanisms, genetic problems, and even the education of microbiologists are a few of the im- 
portant features. Broadening the educational base of the scientist and concentration on basic 
research would be most advantageous, Waksman believes. 


The scope of the field is immense and its borders, indistinct, qualities that are certain to 
increase its future importance. Though it contains an abundance of technical material, the 
book is interesting, stimulating, and well worth reading. 


Clinical Dermatology for Students and Practitioners. By Harry M. Robinson Jr., and 
Raymond C. V. Robinson, M.D. Price, not given. Pp. 242, with 117 illustrations. 
The Williams & Wilkins Company, 428 E. Preston St., Baltimore 2, Md., 1959. 


There has long been debate as to what type of text is best for a medical student, a large 
encyclopedic text, a compendium, or something in between. The Robinsons obviously favor the 
compendium type even unto the omission of a reference list, and it is apparent that their views 
are borne of years of experience in teaching students. The book is in the nature of an enlarged 
outline of teaching notes supplemented by a liberal sprinkling of tables and charts and well- 
selected illustrations. After a brief section on fundamentals, the various diseases are defined 
succinctly, rather than described fully with emphasis on morphologic characteristic, though 
laboratory findings and references to investigative studies are also mentioned. The presentation 
is in the orthodox tradition, generally held views rather than personal ones are presented, and the 
material is current even including a sentence mentioning griseofulvin. No attempt is made to 
classify diseases other than on morphologic grounds in chapters captioned macular eruptions, 
papular eruptions, etc. In these chapters the diseases are taken up in alphabetical order, 
briefly, clearly, and in simple fashion designed for the novice. Among minor criticisms : etiology 
is used when cause is meant, keratosis palmaris and granuloma fungoides appear in the section 
on macular lesions, cutaneous horn under papular lesions, and seborrhoeic dermatitis in the 
table on alopecias. 

The book is, however, informative and easy to read and a good book to glance at just before 
entering the classroom. It will serve to alert student, practitioner, and teacher, 

Conquering Your Allergies. By Boen Swinny, M.D. Price, $3.95. Pp. 221. Fleet Pub- 
lishing Corporation, 70 E. 45th St., New York 17, 1959, 


Written for the layman, this book is easy to read and to understand. All through the book, 
one has the feeling that an experienced, kind, knowledgeable, and interested physician is ex- 
plaining the complexities of allergies to his patient. Skepticism based on lack of information 
exists about allergies and often one finds it difficult to make it understandable to the patient. 
“Conquering Your Allergies” will not only help allergic persons to understand their problems, 
but it can serve also as a guide for the explaining physician. 
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Mycoses of Man and Animals. By R. Vanbreuseghem, translated by J. Wilkinson. Price, 
$10.50. Pp. 235, with 48 illustrations. Charles C Thomas, Publisher, 301-327 E. 
Lawrence Ave., Springfield, Ill., 1959. 


We are fortunate to have an English translation of the outstanding French work, Precis de 
Mycologie, written by the late Dr. Maurice Langeron. This part on Mycoses of Man and Animals, 
devoted entirely to medical mycology, was added by Prof. R. Vanbreuseghem and has been 
translated into English by Dr. J. Wilkinson. The entire work is interesting and authorative but 
stresses the deep mycoses more than those commonly seen by the dermatologist. Clinical mani- 
festations are not emphasized but are adequately considered. Details about cultures, skin testing, 
animal innoculations, and treatment are succinct and practically an expanded outline with a 
long list of references. The illustrations, though few in number, are generally good, those of 
microscopic features being superior to the clinical pictures. In these days of new and strong 
emphasis on mycologic diseases, this book should be a worthwhile addition to any dermatologist’s 
library. 


Pigment Cell Biology. Edited by Myron Gordon. Price, $13.50. Pp. 647. Academic Press, 
Inc., 111 Fifth Ave., New York 3, 1959. 


This volume contains the papers and discussion presented at the Fourth Conference on the 
Biology of Normal and Atypical Pigment Cell Growth (November, 1957). It is. fittingly 
dedicated to Myron Gordon, who was the creative force behind these conferences. Pigment 
formation and pigment-forming cells are presented from the viewpoint of the embryologist, 
histologist, geneticist, endocrinologist, physiologist, cytochemist, comparative pathologist, bio- 
chemist, biophysicist, and physician. While this is not a textbook, the extensive bibliographies 
and discussion will acquaint the reader with earlier basic research. This volume should be 
read by everyone working in the field of pigmentation for the viewpoints of investigators with 
varying scientific backgrounds. It is almost a necessity for anyone now entering the field of 
pigmentation, since it will provide a solid orientation regarding previous research and current 
concepts in this field. 


III Congreso Ibero Latino Americano De Dermatologia—Memorias, Mexico, 1959. Price, 
not given. Pp. 400, with 230 illustrations. Talleres de Union Grafica, S.A., Av. Divi- 
sion del Norte, No. 1921, México, D.F., 1959. 


The Third Ibero Latin American Congress of Dermatology was held in Mexico City 
Oct. 21 to 27, 1956. This Congress was organized by the Colegio Ibero Latino Americano of 
Dermatologia founded in Habana in April, 1948, by numerous distinguished dermatologists 
who attended the Fifth International Congress of Leprosy. The First Congress was held 
in Rio de Janeiro in September, 1950, under the presidency of Prof. Joao de Aguiar Pupo 
of Brazil. The Second Congress took place in Madrid, Prof. Jose Gay Prieto acting as 
President, and in May, 1959, the Fourth Congress was held in Lisbon and Coimbra under 
the Presidency of Prof. Augusto Salazar Leite. All these meetings have had a total success 
from the scientific and social standpoint. 

The “Memorias” is a permanent record of the success of the social and scientific aspects 
of the Third Congress under the presidency of Prof. Fernando Latapi of Mexico City. The 
volume can be divided into two parts; the first dealing with the program, opening speeches, 
social activities, and numerous photographs of the participants to the Congress. The second, 
which is the greater part of the volume, includes a large number of complete articles pro- 
fusely illustrated with clinical photographs and photomicrographs. There are many valuable 
reports on the lymphoblastomas, mastocytosis, and cutaneous manifestations of leukemias 
and Hodgkin’s diseases, and lupus erythematosus profundus. Numerous articles on superficial 
and deep mycosis demonstrate again the interest of Lafin American dermatologists in this 
field and their many valuable clinical and mycological contributions to the subject. There are 
also several reports on the clinical, social, and therapeutic aspects of leprosy, another subject 
in which the Latin Americans are indefatigable investigators. Other communications deal 
with leishmaniasis in Venezuela and Colombia, creeping eruption in Venezuela, depilating 
folliculitis of the flabrous skin in Cuba, which are interesting contributions to the local 
dermatologic problems in different countries. 

The volume is printed on high quality paper and the illustrations are excellent. 

It is worthy of notice that, in spite of the fact that it was held in neighboring Mexico, 
of the 149 dermatologists who attended this Congress only 17 were from the United States. 
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Wider publicity in our medical journals should increase the attendance from this country, 
and this would indoubtedly result in a better understanding among the dermatologists of the 
Americas. 


Dermatologie und Venerologie. In Fünf Bänden, Band III (Teil 1). By H. A. Gottron 
and W. Schonfeld. Price, Single Vol. $39.30. Georg Thieme Verlag, Herdweg 63, 
Stuttgart N, 1959. 


Handbooks in dermatology are encyclopedic in scope. Most such works are from Germany. 
The well-known Handbook of Jadassohn is the best example. French dermatologists have 
also compiled such a work. No English handbook has as yet been undertaken. A handbook 
is an inclusive and detailed type of undertaking. The various authors are chosen because of 
their particular interest and knowledge of the subject assigned to them. After the book is 
published they are often quoted as the authority on their particular subject. 

The present handbook is of the shorter type, such as Artzt edited some 20 years ago. 

The present Volume III, Part I, includes a number of less important subjects, such as 
electrical current damage to the skin, foreign body reactions, drug reactions, etc., as well 
as such important subjects as the varicose complex, eczema, light dermatoses, and various 
phases of allergy. 

The chapters are all thoroughly done. The illustrations are excellent, and an exhaustive 
literature review accompanies each section. 

Such handbooks are, because of the cost, usually to be found in libraries, not in private 
collections. The present work should be accessible to graduate students, who read German, 
in every training center. In this type of work the student may acquire a condensed but 
complete exposition of a subject in a much more thorough manner than he can in a one- 
volume textbook. 

The editors have taken on a tremendous task. Many of the authors names are unknown 
to this reviewer but attest that the younger generation of German dermatologists are energetic 
and willing to apply themselves to these difficult tasks. 

If this volume is an example of the rest of the set, and it likely is, the entire handbook 
should be well received by the directors of dermatology in this country. 


Lehrbuch der Haut und Geschlechtskrankheiten. By Von Walther Schonfeld. Price, 
$11.88. Georg Thieme Verlag, Herdweg 63, Stuttgart N., 1959. 


This is the eighth edition of a popular student textbook. As is the case with most German 
texts on dermatology, venereal diseases are included. 

The first edition appeared in 1938. A book must have merit to go through eight editions 
in 20 years. 

The paper, and especially the illustrations, are excellent. Not a single picture was out 
of focus! The arrangement is in sections. This reviewer was pleased to find an adherence to 
old and well established therapeutics. One might disagree with certain inclusions, for ex- 
ample, granuloma annulare is described as a form of cutaneous tuberculosis, in which there 
is a high degree of allergy. 

All in all, this is a fine, compact textbook. It is a good addition to the library of one 
who is able to read German. 


224/346 





A Comparative Study of Canine and Human 


Dermatology 


II. Cutaneous Tumors—Introduction and Discussion of Transmissible 


Reticulum-Cell Tumor 


MILTON ORKIN, M.D., Oakland, and ROBERT M. SCHWARTZMAN, V.M.D., M.P.H., Ph.D., St. Paul 


In previous reports we have presented a 
general introduction to comparative canine 
and human dermatology! and discussed 
mast cell disease in both species.* In the 
latter report we noted the following: 


1. Cystic rarefaction of the ischium, in 
one of our canine cases, which coincided 
closely to some reported cases of bone in- 
volvement in human urticaria pigmentosa.’ 


2. That the inability of canine masto- 
cytoma to wheal on physical trauma may be 
a function of the large number of eosino- 
phils present (their antihistamine content *). 
Our attempts to correlate the wheal-inhibit- 
ing effect of eosinophils in several cases of 
human urticaria pigmentosa were inconclu- 
sive. This thesis shall be tested in a large 
series of cases. 


3. That the presence of mast cells in 
viscera, bone marrow, etc., in mast cell 
disease (in either species) may not be evi- 


Submitted for publication June 1, 1959. 

Supported in part by a grant, Minnesota Divi- 
sion, American Cancer Society, Inc. 

Formerly trainee, National Cancer Institute and 
fellow, Division of dermatology, University of 
Minnesota, Dr. F. W. Lynch, Director; presently 
Lieutenant U.S.N.R., Oakland Naval Hospital, 
Oakland (Dr. Orkin); Instructor in veterinary 
medicine, University of Minnesota; research fel- 
low, Mark L. Morris Memorial Animal Founda- 
tion (Dr. Schwartzman). 


dence of metastasis, but may reflect an over- 
growth of mast cells present normally. 

4. Since there is a striking similarity 
between canine mastocytoma and certain 
types of urticaria pigmentosa, canine masto- 
cytoma is suitable for experimentation in 
relation to human urticaria pigmentosa. 

It is now our purpose to define certain 
canine tumors, which we have studied, and 
to compare them with similar or analogous 
human tumors in order to: (1) Acquaint 
the authors and others with fundamentals . 
of canine cutaneous oncology, for the infor- 
mation itself, and as a basis for future 
research. (2) Compare canine and human 
tumors (and, where analagous lesions ex- 
ist, to experiment on the dog, with the 
thought of applying gainful information to 
both species). (3) Seek for patterns of 
tumor behavior despite species differences. 


Characteristic Animal Tumors 


Schlumberger states: “In each species 
some tumors occtir much more frequently 
than others and may be regarded as species 
characteristics.” In a comparative study it 
is germane to survey tumors characteristic 
for given species (in addition to the dog 
and human) in order to have a background 
of comparative oncology and a realization 
that similar tissues participate in tumor- 
genesis, even in lower species. 
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Fishes ——Neoplasms of skin and subcu- 
taneous tissues are by far the most common 
tumors of fish. Tumors of viscera have 
been reported only in isolated instances, 
despite thorough study.® Lucke*® describes 
single or multiple nerve sheath tumors oc- 
curring in 0.5%-1'% of several species of 
the snapper family (Lutianidae) in the 
Tortugas waters, where the commercial 
fishermen of Key West call them “cancer 
fish.” Two main histologic patterns are 
represented, corresponding closely to the 
Antoni A and B types of human nerve 
sheath tumors. 

Schlumberger“ describes nerve sheath 
tumors in approximately 10% of goldfish 
(Carassius auratus) in a large urban la- 
goon in Cleveland. In some measure the 
features of human neurofibromatosa (Von 
Recklinghausen’s disease) are reproduced 
by (1) multiple cutaneous nerve sheath 
tumors (some intimately associated with 
melanoblasts ), (2) occasional visceral nerve 
sheath tumors, (3) malignant change in 
10% -15% of tumors, (4) occasional diffuse 
involvement of the corium (elephantiasis 
neuromatosis), (5) occurrence of develop- 
mental abnormalities, and (6) a possible 
genetic background. 

Schlumberger cites a personal communi- 
cation from Ritchie 8 stating that about 10% 
of muskellunge (a large relative of the 
northern pike) taken from Lake Scogog 
near Toronto have lymphosarcoma. The 
lesions arise from the subcutaneous tissue 
and disseminate to viscera. Lymphatic leu- 
kemia supervenes, and the fish eventually 
succumbs. The tumor can be transplanted, 
and is contagious to muskellunge living in 
the same waters. 

Birds.—Among domestic birds the high- 
est tumor incidence is found in the chicken. 
The avian leukosis complex? (including 
lymphomatosis, erythroblastosis, granulo- 
blastosis, and myelocytomatosis) was the 
first neoplastic disease proven to be of viral 
cause. Visceral lymphomatosis is the most 
common avian neoplastic disease, particu- 
larly in the United States, and leads to 
losses of considerable economic importance. 
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Even after excluding the latter tumors, 
over two-thirds of chicken malignancies are 
sarcomas rather than carcinomas; like lym- 
phomatosis, several are of proven viral 
cause.’ 

Mammals.—Horses: 80% of gray horses 
over the age of 15 years develop one or 
more melanomas.'! These tumors are com- 
paratively rare in horses of other colors. 
Melanomas are virtually unknown in ani- 
mals under the age of 6 years; rise to 36% 
incidence at 8-10 years and 61% at 10-12 
years. In the veterinary literature ‘“mela- 
noma” may refer to a benign or malignant 
neoplasm; “malignant melanoma” being re- 
served for the cancerous condition. 

Rats: Characteristic of the rat is the 
greater frequency of sarcoma, as compared 
to carcinoma, whether the site be the skin, 
liver, or other organ. 

These are isolated instances of the inter- 
esting and instructive “parallel’ neoplasms 
that occur in-other animal species. It would 
be of great interest to categorize and com- 
pare the tumors of other animal species (in 
addition to the dog) to those of the human 
so as to evolve a complete panorama of 
animal oncology. 


Present Study 


Methods and Materials—One hundred cutaneous 
tumors were collected from 90 dogs in a 1-year 
period (May, 1957, to May, 1958). There were 41 
male dogs, 45 female (4 spayed), and 4 in whom 
the sex was not known. Sixty canines (70 tumors) 
were examined clinically at the University of 
Minnesota Veterniary Clinic. In an additional 30 
cases (30 tumors), tissue, together with clinical 
data, was submitted by veterinarians in the sur- 
rounding area. A majority of the patients at the 
veterinary clinic were presented because of 
cutaneous tumors; the remaining patients were dis- 
covered during examination for some other condi- 
tion. 


Complete physical examination was done on all 
the clinic animals. A punch or excision biopsy was 
performed on one or more tumors in each of the 
dogs. Touch smears, and bleeding and clotting 
time, were determined in those cases in which 
mastocytoma was suspected. 


Punch Biopsy: Hair was removed with a scis- 
sors, and the site anesthesized with dichloro- 
tetrafluoro-ethane (Friglderm). A punch biopsy 
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was performed in the usual manner, and the tissue 
was fixed in 10% buffered formalin for at least 24 
hours. Hematoxylin and eosin, and toluidine blue 
stains were performed in the usual manner on all 
tumors. Reticulum stains were performed in all 
cases of transmissible reticulum-cell tumor. 

Excision Biopsy: This was accomplished under 
general anesthesia (pentobarbital sodium), and the 
tissue fixed and stained as above. 

Touch Smears: A dry, clean slide was passed 
gently against the fresh-cut surface of the excised 
tumor. The slide was allowed to dry and stained 
with Wright’s stain. Purple-red granules in cells 
8-184 in diameter were considered diagnostic of 
mast cells. 


Results 


In order to assess the age, breed and sex 
distribution in the present tumor series, an 
attempt must be made to correlate the ob- 
served cases to a general canine population. 
The “Sample Normal Population” (Tables 
I-III) consists of the first 1,000 canines 
examined for any condition at the Univer- 


TABLE 1.—Age Distribution of Tumor Cases 
Correlated With That of “Sample 
Normal Population” 








+ Sample 














Normal į Tumor Frequency 

Years Population Sample Expected (x?) 
0-1 460 6 40.48 * 29.369 
1-2 148 8 13.02 1.935 
2-3 126 2 11.09 7.451 
3-4 64 2 5.63 2.341 
4-5 42 3 
5-6 26 68 9 12 5.98 6.060 
6-7 30 4 
7-8 24> 82 5 >17 7.22 13.248 
8-9 28 8 
9-10 22 7 

10-11 8 7 

11-12 4 9 

Per i L 52 : 41 4.58 * 289.611 

14-15 4 4 

15-16 4 | 2 

16-17 2) 1 

Total 1,000 88 88.00 350.015 
Median 1.3 YTS. 8.6 Yrs. x ?=350.015 
Mean 2.5 Yrs. 6. Yrs. (6 degrees 
of freedom) 
$ P <.001 


* Principal contributing values to x? (total). 

t “Sample Normal Population”: First 1,000 canines examined 
for any condition at the University of Minnesota Veterinary 
Clinic during 1956. 

t Tumor sample: 88 dogs in whom age known. 

§ P=chance probability value. 
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sity of Minnesota Veterinary Clinic during 
1956. 

Age Distribution —The age distribution 
of 88 dogs with cutaneous tumors differs 
grossly from that of a “Sample Normal 
Population” (Table 1). It is characterized 
by very few affected animals under one 
year of age (human equivalent—15 years), 
and by nearly one-half the tumor population 
over 9 years of age (H.E.—52 years). The 
vast majority of malignant conditions oc- 
curred in animals 9 years of age and older. 
Age factors in specific diseases will be 
dealt with under specific entities. 





Goodpasture 1? comments on the paucity 
of malignant tumors in young dogs and the 
marked proclivity of older dogs for malig- 
nant disease (more than any other domestic 
animal). Since a considerable number of 
dogs are allowed to grow old (as opposed to 


TABLE 2.—Breed Distribution of Tumor Cases 
Correlated With That of “Sample 
Normal Population” 














Sample 

Normal Fre- Chi 
Popu- *Tumor quency Square 

Breed lation Sample Expected (x?) 
Mongrel 232 15 20.65 1.546 
Cocker Spaniel 96 10 8.54 0.250 
Boxer 64 8 5.70 0.928 
Black Laborador 56 4 4.98 0.193 
German Shepherd 52 4 4.63 0.086 
Dashshund 46 4 4.09 0.020 
+ Miscellaneous t 454 § 44 40.41 0.319 
Total 1,000 89 89.00 3.342 


n aaalllt 


x *=3.342 (d.f.=6), P>.70 

* Tumor sample—89 dogs in whom age known. 

+ Miscellaneous—less frequent breeds grouped to facilitate 
statistical analysis. 

t Miscellaneous group in ‘“‘normal sample’’: Beagle, 42; Gold- 
en Retriever, 38; Weimaraner; German Short-hair, 36; Springer 
Spaniel, 28; Chihuahua; Collie, 26; Boston Terrier; Poodle, 18; 
Fox Terrier; Manchester Terrier, 16; Irish Setter; Dalmatian; 
Terrier (unclassified); Golden Labrador, 12; Toy Collie; Scottie, 
10; Pointer, $; Pekingese; Brittany Spaniel; Wire-haired Terrier; 
Schnauzer, 6; Rat Terrier; Samoyed; Great Dane; Norwegian 


Elkhound; Chesapeake Bay Retriever; Kerry Blue Terrier, 4: «sæ 


Yorkshire Terrier; Schipperke; Bedlington Terrier; English 
Sheepdog; Doberman Pinscher; Husky; Great Pyrenees; Bel- 
guim Sheepdog; Chow; Coon Hound; Schnauzer; Basset 
Hound: Airedale Terrier; Irish Water Spaniel; Miniature, 2. 

§ Miscellaneous group in tumor sample: Boston Terrier, 6; 
Golden Retriever, 4; Chesapeake Bay Retriever; German Short- 
hair; English Setter; Terrier (unclassified), 3; Kerry Blue Terrier; 
Springer Spaniel; Poodle; Collie; Scottie, 2; Spaniel (unclas- 
sified); Samoyede; Chihuahua; Airedale; English Pointer; Point- 
er; Doberman Pinscher; Toy Manchester Terrier; Norwegian 
Elkhound; Irish Setter. 
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many other domestic animals) it is not sur- 
prising that their incidence of tumors is 
high. 

Breed Distribution —There is an appar- 
ent breed tendency to specific tumors, and 
therefore in canine oncology breed distri- 
bution (Table 2) should always be consid- 
ered. Thirty per cent of our cases of 
mastocytoma involved Boston Terriers, 
while 23% involved Terriers. Mulligan 1 
found the Fox Terrier to have a high inci- 
dence of neoplasms of the mammary, seba- 
ceous, and perianal glands, and nerve 
sheath cells; the Cocker Spaniel to be 
predisposed to tumors of the mammary, 
perianal, and sebaceous glands, and histio- 
cytoma (transmissible reticulum-cell tumor), 
and the Scotch Terrier to be prone to de- 
velop melanoma, lymphosarcoma, squamous- 
cell papilloma, and carcinoma. 

The Mongrel, Cocker Spaniel and Boxer 
are the most common breeds represented in 
our tumor series, and are the top three 
breeds (in the same order) listed in the 
“Sample Normal Population.” The general 
tendency to cutaneous neoplasia appears to 
be independent of the major breeds of 
dogs in our “Sample Normal Population” 
(Table 2). Breed predilection in specific 
diseases will be dealt with under specific 
entities. Mulligan 13 does not list the Mon- 
grel in the breed distributions of his tumor 
series; therefore differences between his 
and our reported breed distributions are to 
be expected. 

Sex Distribution.—The incidence of cu- 
taneous tumors in our series is independent 


TABLE 3.—Sex Distribution of Tumor Cases 
Correlated with That of “Sample 
Normal Population” 


a Á SSF 


Sample Normal Population 





* Tumor Sample 


Males (in- 


cludes 
castrated) 
Females (in- 
cludes 
spayed) 


498 (4 castrated) 41 


502 (176 spayed) 45 (4 spayed) 


Total 1,000 86 


anne OO 
x? test of contingency: x ?=0.143 (d.f.=1), P>.90 
* Tumor sample: 86 dogs in whom sex known. 
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TABLE 4.—Histologic Diagnosis of 100 Canine 
Cutaneous Tumors 


oo KljRlR[= CN 


A. Tumors of Structures of Ectodermal Orgin 
(Epithelial Tumors) 





(Total) 58 


Sebaceous gland hyperplasia 
Epidermal inclusion cyst 
Perianal gland hyperplasia 
Pigmented nevi 

Apocrine gland adenoma 
Verruca vulgaris 
Malignant melanoma 
Apocrine gland hamartoma 
Hidradenoma papilliferum 
Perianal gland adenoma 
Milial cyst 

Squamous cell carcinoma 
Tricho-epithelioma 

Basal cell carcinoma 
Seborrheic keratosis 


a 
ee ee oe oe ae en 


B. Tumors of Structures of Mesodermal Orgin (Total) 42 
Transmissible reticulum-cell tumor 17 
Mast cell tumor 13 
Fibrosarcoma 2 
Fibromyxoma 2 
Neurofibroma 2 
Subepidermal fibrosis 2 
Lipoma 2 
Fibromyxosarcoma 1 
Hemangioma 1 





of the sex of the canines found in the 
“Sample Normal Population” (Table 3). 

Tumor Classification Histologic classi- 
fication (Table 4) of the 100 tumors reveals 
a slight preponderance of ectodermal over 
mesodermal neoplasms. The incidence of 
true malignancy is approximately equal in 
both categories, since we consider the mas- 
tocytoma as not necessarily malignant. If 
the latter tumor were included in the malig- 
nant category, the ratio of sarcoma to carci- 
noma would become 4:1. These ratios are 
high when compared to human cutaneous 
malignancies. Mulligan, in his analysis of 
1,000 canine neoplasms (including cutane- 
ous lesions), found an almost equal inci- 
dence of carcinoma and sarcoma. This 
author included mastocytoma under the 
latter category. 

Most canine neoplasms are approachable 
externally, e.g., tumors of the mammary 
gland, skin, subcutaneous tissue, body ori- 
fices (anal, vaginal, oral), testes, external 
lymph nodes, thyroid gland, and bone. 
Cotchin'* notes 36.7% of 1,150 canine 
tumors to originate from the skin and sub- 
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cutaneous tissue (by far the most frequent 
sites of neoplasia). Approximately 10% of 
all canine tumors occur in the oral cavity.’” 
Gorlin?® and co-authors, studying tissue 
from 90 dogs, note 42% of oral tumors to 
be malignant. Visceral carcinomas are rela- 
tively uncommon. 


Specific Entities 


Transmissible Reticulum-Cell Tumor 
(T.R.T.*).—A thorough discussion of this 
entity appears justified because of its po- 
tential importance in tumor and cancer im- 
munity and research. Additional entities 
will be discussed in a similar manner in 
subsequent communications." 

Literature Review: This tumor is of 
world-wide distribution, and is known in 
the literature under the synonyms: trans- 
missible venereal tumor, canine condyloma, 
venereal granuloma, infectious sarcoma, 
transmissible lymphosarcoma, contagious 
venereal tumor, histiocytoma, and others. 
The multitude of names points up the in- 
terest and confusion in relation to this 
entity. 

T.R.T. is a unique neoplasm peculiar to 
dogs of various breeds and either sex. It 
is seen during the years of sexual activity 
(1 to 6 years, H.E., 15 to 40 years). Feld- 
man 18 reports 8.6% of 81 canine neoplasms 
to be of this variety. T.R.T. is character- 
ized by the ease with which it is transmitted 
to other dogs, by natural or artificial means. 


The tumors are single or multiple, gray 
to gray-red, nodules; varying in size, con- 
sistency and topography.’® They not un- 
commonly are soft and fleshy, highly 
vascular, “cauliflower” tumors, giving the 
appearance of a fast-growing sarcoma.”? In 
both sexes regressive changes are common, 
i.e., tumors ulcerate, slough, and bleed 
easily. 

The word “venereal” is frequently in- 
cluded in the title of this condition ®18-19 
because of the stated coital transmission 
and of the predilection of the lesions for 


* T.R.T. refers to Transmissible Reticulum-Cell 
Tumor. 
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the external genitalia (and environs). Mul- 
ligan,!* however, reports 60% of his series 
of T.R.T. to involve the head, anterior 
extremities, and thorax; 30%, the posterior 
extremities and abdomen, and only 10%, 
the penile sheath and vagina. The cells of 
the cutaneous and genital lesions, in the 
latter series, were identical histologically. 


Microscopic study of these lesions reveals 
a dermal tumor composed of large poly- 
hedral cells, uniform in size and appearance, 
with no cytoplasmic granules (Giemsa 
stain). The nuclei are large and vesicular, 
with many mitotic figures. 

Despite its malignant histologic appear- 
ance, the T.R.T. rarely metastasizes, and 
the health of the animal is not impaired; 
indeed, spontaneous regression is frequent, 
and recurrence rare even after inadequate 
excision. When extension does occur, it is 
usually limited to direct invasion of adja- 
cent structures or metastasis to regional 
lymph nodes. In unusual cases, metastatic 
involvement of varied tissues may occur, 
including internal organs and multiple sub- 
cutaneous tumors.”° 

The tumor is transplanted readily to the 
dog (or fox) by injecting emulsions of 
tumor cells (cell-free filtrates will not work) 
subcutaneously, intraperitoneally, or intra- 
venously; bringing fresh tissue in contact 
with scarified skin; or implanting tumor 
fragments in the subcutaneous tissue. Trans- 
plantation is successful because the tumor 
cells are able to grow and multiply in the 
tissues of the host, not because of a trans- 
mitted virus. Repeated investigation has 
not shown a viral cause or inclusion body.*? 
The histologic examination of the trans- 
planted ,tumor, before regressive changes, 
shows the typical histology of T.R.T. 

Bloom !° and co-authors note replacement 
of the tumor cells by fibroblasts in vivo 
and in vitro; rapidly in tissue culture, more 
slowly in transplantation study, and delayed 
in spontaneous genital tumors. This may 
explain the means of their spontaneous 
clinical regression. They believe, on the 
basis of transmission, morphologic, cyto- 
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logic, histochemical, and tissue culture stud- 
ies, that “the tumor cell is a mature end 
cell of reticuloendothelial origin.” 

The aspects of immunity associated with 
this tumor are fascinating. For several 
months after extirpation or spontaneous 
regression of T.R.T., it is impossible to 
reinfect the dog even with massive doses 
of cells. However, “early” excision of a 
primary tumor may leave the animal sus- 
ceptible to reinoculation, indicating that the 
development of immunity is gradual, and 


depends on the growth of the tumor and 


not on its initial establishment alone. Mul- 
tiple tumors developing after multiple 


subcutaneous inoculations grow rapidly, me- 
widely, and kill the animal ** 
(overwhelming of immunity due to multiple 
tumor implants’). Crile 
blood 


tastasize 
and/or massive 
and Beebe ** transfused whole 
from dogs recovering spontaneously from 
T.R.T. to animals with active tumors, and 
noted either cure or regression in the recip- 
ients. DeMonbreun and Goodpasture ** 
found that serum obtained from rabbits 1m- 
munized with emulsions of tumor tissue is 
capable of destroying the tumor cells in 
vitro (lysis and agglutination), and prevents 
the appearance of a tumor following inocu- 
lation of the treated cells into a susceptible 
canine. 
cell antibody is suggested by many of these 


The presence of a specific tumor 


facets, but this remains to be verified. 
Authors’ Observations: Only those find- 
ings which differ from the literature will be 


Fig. 1.—T.R.T. simulating a rapidly-growing 


Sarcoma. 
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alluded to in this section. T.R.T. comprises 
17% of our tumor series (most frequent 
tumor recorded). Twenty-four per cent of 
the tumors occur in Boxers; this breed 
preference appears to be substantiated sta- 


(y°=3.46, P<.10). No 


predilection is mentioned in the literature. 


tistically breed 
The location of the tumor agrees closely 
with the statistics of Mulligan, with the ex- 
ception that no tumors were seen on the 
The clinically 
diagnostic (Fig. 1). They are easily con- 
fused with mastocytomas (Fig. 2). Touch 
smears (with Giemsa stain) are of aid in 


genitals. lesions are not 


ruling out mastocytomas, but are not in 
themselves diagnostic of T.R.T. 

In one dog (a one-year-old Toy Man- 
chester Terrier) the tumor spontaneously 
involuted in four months. The tumors were 
excised in the remaining cases, due to the 
exigencies of clinical veterinary practice. 
In no case was there metastasis or recur- 
rence after excision. 

Histologic study reveals islands and 
sheets of cells, with irregular outline, hav- 
ing vesicular nuclei of varying shape (ma- 
jority oval), a prominent basophilic nuclear 
frequent mitotic figures 


membrane, and 


(Fig. 3). In one section tumor cells, asso- 
ciated with many lymphocytes and plasma 
cells, were observed within a blood vessel 


(Fig. 4). 


the histology of mycosis fungoides or Hodg- 


In other sections (Figs. 5, 6) 
kin’s disease is simulated. The tumor pen- 


Fig. 2.—T.R.T. above upper lip, impossible to 
differentiate clinically from mastocytoma. 
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Fig. 3.—T.R.T.—retic- 
ulum cells with several 
mitotic figures indistin- 
euishable from human re- 
ticulum-cell lymphoma. 
Hematoxylin & eosin. Re- 
duced 5% from mag. 


Fig, 4—T.R.T.—tumor 
cells, admixed with many 
lymphocytes and plasma 
cells, in blood vessel. 
Hematoxylin & eosin. Re- 
duced 5% from mag. 


X 107.5. 


Fig. 5.—T.R.T.—poly- 
morphous cellular content 
including atypical reticu- 
lum cells, simulating hu” 
man Hodgkin’s disease or 
mycosis fungoides. Hema- 
toxylin & eosin. Reduced 
5% from mag. X 242.5. 


Fig. 6.—T.R.T.—poly- 
morphous infiltrate sur- 
giant cell. 
Hematoxylin & eosin, Re- 
duced 5% mag. 
xX 2427. 


rounding 


from 


etrates to fat, but never involves underlying 
muscle. 

Comment: T.R.T. is a communicable tu- 
mor, peculiar to dogs, occurring on many 
parts of the canine mucocutaneous surface, 
and frequently undergoing spontaneous in- 
volution. Histologically it appears to be 
very malignant, yet clinically, it is usually 
associated with a good prognosis. The tu- 
mor is readily transplanted to other dogs. 
Clinical and experimental data suggest the 
presence of a specific tumor cell antibody 
in animals recovering from this neoplasm. 

The Reticulum-Cell 
Tumor is preferred for the following rea- 


term Tyransmissible 
sons : 

1. Many previous titles for this condition 
stress its “venereal” aspect. Since 90% of 
Mulligan’s series and all of our own cases 
were extragenital, this concept is untenable. 

2. The transmissibility of this presum- 
ably nonviral tumor is indeed an essential 
tenet. The only other transmissible canine 
tumor is oral papillomatosis, a disease of 
proven viral cause.!® 

3. Keticulum-Cell: The cells of the tumor 
are histologically identical with the reticu- 
lum cell as described by Lever “t; and the 
total 
from human reticulum-cell lymphoma as 


tumor structure is indistinguishable 


described by him. 
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4. Tumor: This term is preferable to sar- 
coma, for in most instances T.R.T. does not 
have malignant potential. It is also preferable 
to lymphoma because of the usual absence of 
malignant potential and multicentric origin. 
True reticulum cell sarcoma (lymphoma) 
Canine 
lymphosarcoma is primarily a disease of 


has not been described in the dog. 


the lymphoblast (lymphocyte occasionally), 
and is the most rapidly fatal of any canine 
tumor. Lymph nodes are always involved: 
spleen, liver, bone marrow less commonly, 
and skin not mentioned. 

It is the authors’ opinion that T.R.T. is 
usually a self-healing reticulum-cell “‘sar- 
coma.” In unusual cases where “immunity” 
(antibodies? properdin?) is low, metastasis 
and death occur; it becomes a true reticu- 
lum-cell sarcoma. At present there are no 
means of separating (histologically, histo- 
chemically) those tumors which will heal 
spontaneously, those that will remain, and 
those that will metastasize. This is indeed 
a unique tumor, and one where further 
research into the immunologic and self- 
healing mechanisms should be fruitful. 

Human Correlation.—There is no human 
lesion that is directly analogous to the 
T.R.T., but there are interesting similarities 
to certain lesions (Table 5). 


Milkers’ Nodules: The 


milkers’ nodules and T.R.T. lie only in the 


similarities of 
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natural animal source (cow and dog respec- 
tively) of the diseases, the spontaneous in- 
volution (the rule in milkers’ nodules, 
frequent in T.R.T.) and the apparent im- 
munity after involution of the lesions in 
both. These are not analogous lesions. 

Reticulum-Cell Sarcoma (Reticulum cell 
type of lymphosarcoma”): Histopatho- 
logic sections of this condition are in- 
distinguishable from those DE Tis 
however, the characteristic fatal outcome 
and invariable lymph node participation of 
the former are antithetic to the good prog- 
nosis and infrequent lymph node involve- 
ment of the latter. We believe that the rare 
fatal cases of T.R.T. may well correspond 
to the reticulum-cell sarcoma of humans. 

The positive tumor transplantability of 
both lesions is of great interest, but does 
not necessarily link the two conditions. 
Patterson *4 and co-authors state that “many 
human tumors can be grown on animal 
hosts.” 

Keratoacanthoma: This neoplasm has 
little clinical or histologic similarity to 
T.R.T. Itis an ectodermal tumor (as com- 
pared to the mesodermal origin of T.R.T.) 
and is not transmissible. It has not been 
successfully transplanted.** Despite these 
obvious differences, there are several defi- 
nite similarities : 

1. Both are essentially benign conditions 
in which malignancy is simulated histologi- 
cally, i.e., reticulum-cell sarcoma simulated 
in T.R.T. and squamous-cell carcinoma in 
keratoacanthoma. The rare fatal cases of 
T.R.T. we consider to be true reticulum-cell 
sarcoma. 

2. Frequent spontaneous healing in both. 

3. Relative immunity is achieved in both 
after involution of the tumor (see Table 5). 

The pattern of reaction exhibited by the 
two tumors resembles that of canine and 
human verrucae (except for the “malig- 
nant” histology), but no infectious agent 
has been uncovered in either tumor. 

One might speculate (though without 
much basis in fact) that in the evolution of 
the two tumors, there is a stage of “‘self- 
healing” which, if bypassed or superseded, 
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eventuates in malignancy. Possibly the 
T.R.T. is a self-healing phase, and the 
occasionally ensuing reticulum-cell sarcoma 
(lymphosarcoma) a malignant phase of 
the same tumor in a “predisposed” animal. 
By the same argument the human kerato- 
acanthoma might conceivably be a self-heal- 
ing stage of a tumor, which if involving a 
“predisposed?” human would be manifest as 
a squamous-cell carcinoma. Zoon and co- 
authors, and Beare ĉ® each report one case 
of clinically classical keratoacanthoma, 
which proved histologically to be squa- 
mous-cell carcinoma. Were the latter cases 
malignant from the outset, or was the ma- 
lignancy a result of transition from a kera- 
toacanthoma in a “predisposed?” human? 
Are the self-healing qualities and/or the 
suggested “predisposition? in keratoacan- 
thoma a function of a specific tumor cell 
antibody, as discussed in relation to T.R.T.? 
There is no proof of this at present. 

After the preparation of this manuscript, 
the recent paper by Rigdon’? has come to 
our attention. This author describes the 
production of a tumor in the chicken, 23 to 
128 days after the local application of meth- 
ylcholanthrene, similar histologically and 
morphologically to keratoacanthoma of man. 
The tumor histologically has “all the charac- 
teristics of a squamous-cell carcinoma, but 
it spontaneously regresses” within 
weeks to two months. An increasing num- 
ber of malignant tumors that regress spon- 
taneously is being observed in man and 
animals 3842; though little is known of their 
mode of regression. Spontaneous involution 
in the chicken tumor induced by methyl- 
cholanthrene is accompanied by extensive 
degeneration of the squamous cells, most 
marked at the periphery of the growth. This 
suggests to Rigdon the possibility of an 
antibody mechanism as a basis for this 
involution; the antibody being formed else- 
where in the body and reacting locally with 
the antigen represented by proliferating 
epithelial cells. He concludes: “It would 
seem of interest to observe persons with 
keratoacanthoma closely from an immuno- 
logical standpoint. A regression of these 


two 
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lesions may be related in some way to an 
immune process.” 


Summary of Transmissible 
Reticulum-Cell Tumor 


A review of the canine Transmissible 
Reticulum-Cell Tumor is based on 17 cases 
of the authors. 

The tumor, though histologically indis- 
tinguishable from reticulum-cell sarcoma 
(lymphoma) of humans, is in many cases 
self-healing. 

Clinical and experimental data suggest 
the presence of a specific tumor cell anti- 
body in animals recovering from this neo- 
plasm. 

Similarities in the neoplastic patterns of 
this tumor and human keratoacanthoma are 
presented. 

The authors speculate on the presence of 
several stages in the host’s pattern of re- 
sponse to keratoacanthoma (human) and 
transmissible reticulum-cell tumor (canine) : 
a self-healing phase, with spontaneous cure, 
and a malignant phase, with the develop- 
ment of squamous-cell carcinoma and retic- 
ulum-cell sarcoma, respectively, in the 
“predisposed.” 

We wish to express our gratitude to Dr. Francis 
W. Lynch for his guidance and advice, to Dr. 
Robert W. Goltz for assistance in interpreting the 
histopathologic sections, and to Mr. Edward L. 
Hunt of the U.S. Naval Radiological Defense 


Laboratory (San Francisco) for help in the 
statistical analysis. 


Dr. R. M. Schwartzman, University of Minne- 
sota, College of Veterinary Medicine (1). 
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The Importance of Cytology Technic for the 
Dermatologist in Office Practice 


_ LEON GOLDMAN, M.D.; ROBERT M. McCABE, M.D., and FAYE SAWYER, Cincinnati 


Although Tzanck reported his cyto-diag- 
nostic studies around 1947, this technic was 
not used widely in this country until the 
work of Harvey Blank and his collabora- 
tors in 1951.1 Since that time, this pro- 
cedure has been shown to be of value. Many 
dermatologists believe that the cytological 

examination is of academic interest pri- 
marily, and concerned chiefly with investi- 
_ gative studies. It is, however, an excellent 
_ diagnostic tool in routine dermatologic office 
practice. 
Our studies are based on a four-year 
period of experience with this procedure. 
The technical phases of this examination 
are of importance; adherence to these de- 
tails will spell the difference between suc- 
cess and failure, Here again, as with many 
laboratory reports, the negative test is often, 
but not always, of questionable value. One 
must be trained in the interpretation of the 
smears, otherwise one can miss important 
details. 


The technical phases of the. procedure 
begin with the selection of the blister or 
lesion for study. The early blister, especially 
in the pemphigus group, is preferred for 
study. This applies to the blister which ap- 
pears during the course of the bullous dis- 
ease, or the blister which is produced 
artificially by the unstandardized cantharidin 
test, or by the use of vesicants. Although 
it is true in the viral group of herpes zoster, 
simplex, varicella, that even crusted lesions 
give positive results, the fresh active blisters 
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give a higher frequency of diagnostic cyto- 
logical changes. 

For the actual taking of material, we 
have adhered to the requirements suggested 
originally by Blank. The covering of the 
blister should be cut off very gently, any 
excess purulent material should be removed, 
and the base scraped very gently, either 
with a flat-bladed probe or with a dull 
scalpel, and the material secured rubbed on 
a clean slide. It is important not only to 
avoid gross purulent contamination but also 
excessive bleeding. In the selection of ma- 
terial for the performance of the cytologic 
test on nonbullous diseases, such as lesions 
of molluscum contagiosum, Letterer-Siwe, 
mycosis fungoides, and mycotic granulomas, 
soft tissue from active areas should be 
secured directly from the lesion itself. In 
our experience, skin tumors, except certain 
types of basal carcinomas, seborrheic ker- 
atoses, and warts, have not been good tis- 
sues to use with this type of cytologic 
examination. For these firmer tissues, the 
vigorous tissue press technic, or tissue im- 
print technic, offers a greater advantage 
for cytological examination. 


After the material has been obtained on — 


the slide, it is allowed to dry. We have tried 
various technics with methyl alcohol and 
resins to, secure more effective drying.” 
However, less cellular distortion is produced 
by simple air or mild heat drying. The 
slides may be sent by mail even after drying. 

When the material obtained is very scanty, 
it is best to mark, in advance, the slide 
surface in the corner, so that the technician 
knows which side of the slide to stain, and 
also so the dermatologist knows which side 
to examine. Wheh multiple slides are taken 
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at the same time, the moist surfaces should 
not be put together. 
The technic of staining with the May- 
Grünwald Giemsa method is as follows : 
1. Apply enough of the May-Grunwald 
stain to cover the slide. 


N 


Flood with distilled water immediately. 

3. Let stand one minute while preparing 
the Giemsa solution. 

4. The 

drops of stock Giemsa to each cc. of 

distilled water; 

this are used to a slide. 


Giemsa solution includes two 


approximately 5 cc. of 





Fig. 1.—Acantholytic 
group: pemphigus vul- 
garis. (All illustrations 
are oil immersion—black- 
and-white pictures from 
Kodachromes. ) 
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Wash slide with distilled water, and 
cover with the Giemsa stain. 

Allow to stand 10 minutes. 

Wash well with distilled water. 

8. Air dry. 

The slide is examined under high power 


cy 


NI O* 


to search out the fields, and to learn the 
general character of the stain. The cytologic 
details are seen best under oil immersion. 
Permanent fixation can be made by clearing 
with xylol and then using a cover slip. 
In our experience with an average of 
some five slides examined every week, we 


have found the following results. 


ve, 
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Pemphigus Group.—Acantholysis has not 
been found in cytologic examination as fre- 
quently as the literature would have it, In 
our experience, the prepared histologic sec- 
tions of the early intact blister give a higher 
proportion of positive results correlated 
with what we think clinically should have 
foci of acantholysis. Therefore, we believe 
that a negative cytologic test of an early 
blister does not rule out the pemphigus 
malignus group. We have had considerable 
difficulties with the staining of eosinophils 
in the use of this technic for the diagnosis 
of dermatitis herpetiformis or the so-called 





Goldman et al. 


OEE ‘ TERDA 





ae 


bullous pemphigoid group. Various technics 
have been tried to assist in the diagnosis of 
the type of invading inflammatory cell. We 
have had no success so far in trying to 
bring out better characteristics of the type 
of reacting inflammatory cell. Occasionally 
we have seen good eosinophil stains, but 
these have been the exception. From our 
experience, the cytologic test is of less value 
for the pemphigus group than for the viral 
disease group. 

The Viral Disease Group.—This has been 
the best source of satisfaction in the study 
of the cytological technics. The giant multi- 


Fig. 2.—Acantholytic 
cells: pemphigus vege- 
tans, 
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nucleated epithelial cells, so aptly described 
by Tzanck, and by Blank and his group, 
give the dermatologist a striking example 
of the effect of viral parasitism of the 
epidermal cell. It is in the group of the 
extrafacial herpetic lesions where the cyto- 
logic test has been of greatest value to us. 
This is shown especially with the digital 
herpes, and especially with the first episode 
of digital herpes, where the clinical diag- 
nosis may not be so obvious. Because of the 
thickness of skin in the hand areas, the 
deeper sections of roof must be removed 
before satisfactory material from the hand 
can be obtained. Herpes of the genitalia 


Fig. 3—Slide from 
blister on finger appear- 
ing after electrocoagula- 
tion of a wart— giant 
multinucleated cells of a 
digital herpes simplex. 
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also have been diagnosed from cytological 
examination. Cytological technic has been 
of excellent value in generalized herpes 
zoster eruptions where the diagnosis may 
not be so obvious. We would agree that it 
is impossible to differentiate between herpes 
zoster, herpes simplex, and varicella with 
the cytological technic. We have had positive 
results in one case of severe vaccinia super- 
imposed on an atopic dermatitis. The history 
was very definite for this as a vaccinia, and 
not for a generalized herpetic dermatitis. 
In one patient with herpes zoster scattered 
through lesions of Darier’s Disease, we at- 
tempted to recognize without success so- 
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called corps rond and grains amidst the 
giant epithelial cells of herpes zoster. There 
is another viral group in which we have 
found the cytological test to be of value, 
namely, molluscum contagiosum. This has 
been of value for lesions where the clinical 
diagnosis may not be so obvious as in tiny 
papules and in giant-size single tumors. In 
one case, recently, the wife of a surgeon 
AT K aidan 


ste. y å a itn es guoar 
SS pit LAANE ae ghee 





eet : 
re A v AN) ~ as = 4 A eS % 
ee) o> eee aa A A a eee 
i ~ 4 » ; ’ PS ‘gh A i 
i S a "y Us PSr DE af & “RA ` " = tp 
bie P = Se U -- ee TE ee 
teen er Ay Vi - T O h Ae > 
rape Ap Bess Wee oe, 
FA Ge ` EO r ee ae 
ae f. f brim! ee Sy Se x 
ett: Ai Pt - “vr EPRS A + 3 ~y 
ae EA £ y NIEA S o 2 
x UA jz è O an n. 
č a È ce. “eee kork Bs 
y K z i =) =. 
os, a F -3 ¢ rj f 
bA Ş wee Y > a 38 
a - A f a 
. hy 


TR 


ae, ; E: 
see yi 


-Goldman et al. 


oe, - 
EVETTE 








was to have a radical operation for an ulcer- 
ative squamous cell of the face. Because of 
the appearance of family molluscum con- 
tagiosum some months prior to the develop- 
ment of this solitary tumor of the face, 
it was felt that molluscum contagiosum 
should be ruled out at first. The cytologic 
test showed the regular oval and huge 
spheroid eosinophilic cells, and the diagnosis 


Fig. 4—Herpes zoster © 9) 
amidst lesions of Darier’s = 
disease on the arm. ofa 
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was established that way. One solitary 
molluscum lesion of the thigh, in another 
patient, was considered clinically as a sar- 
coma. For the examination of patients after 
removal of molluscum lesions to determine 
whether infection is still active, the differ- 
ential diagnosis between milia and early 
molluscum is often difficult. The cytologic 


Fig. 5.—Varicella. 
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test has helped us considerably in this re- 
spect during the follow-up period. We have 
had experience with one patient, with ex- 
truded basal-cell carcinoma, where the 
cytological test at first glance suggested 
molluscum contagiosum. However, cellular 
detail and staining quality showed the dif- 


ferences. 





Vol. 81, Mar., 1960 





CYTOLOGY IN OFFICE PRACTICE 


The interesting feature of the cytological 
test is in the examination of impetigo and 
supe ficial pyodermic lesions, as a matter of 
interest rather than of help in differential 
diagnosis. Here the cytologic test has shown 
us the response of the epithelial cells to 
pyogenic infection. This may be bizarre, 
but never the bizarre picture seen in viral 
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infections. Also, rosettes and pseudo-lupus- 
erythematosus cells have been seen on the 
cytologic smears in these impetigo types of 
infections. 

One case of Hailey and Hailey benign 
familial pemphigus showed acantholysis. 

Letterer-Siwe Disease—The cytologic 
test has been of help in the diagnosis of 


¢ 





Fig. 6—Vaccinia super- 
imposed on atopic derma- 
titis. 
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Pes Letterer-Siwe disease. The abnormal reac- Siwe in which the diagnosis was made by 
4 tive histiocytes have been seen on direct the cytologic test prior to skin biopsy. 

z scrapings from an active oozing hemor- Mycoses fungoides has shown only an 
pa ? ; ; occasional pattern from inati 

‘ rhagic skin lesion. Care should be taken to l SA ae PREDANO o: 
E ; the tumor phase. In only one patient, the 
be remove carefully the upper crusts in the A : 

5 iS abnormal cells were seen. For the solid 
ey lesion, especially around the neck and scalp. i n i 

g: : ; tumors of mycosis fungoides, and for the 
r Excessive bleeding should be avoided here, lymphoma involvement of regional lymph 
E as with any cytologic test. Experience has glands, the tissue-press technic is of greater 
be been limited to three cases of Letterer- value. 
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CYTOLOGY IN OFFICE PRACTICE 


We had not had opportunity to study the 
cytology in Paget’s disease of the nipple, 
where it is reported to show striking 
changes. The general difficulty in tumors, 
except the extruded basal-cell type, has been 
to get adequate material from the active 
phase of the tumor. Tissue presses, curet 
mounts, and gel-foam technics are better 
means to secure more adequate material for 
direct cytologic examination. 
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Conclusions 


The cytologic technic is of value in routine 
dermatologic practice. Careful attention to 
the details of the technic of choosing the 
lesion, securing material, and proper stain- 
ing are necessary to secure maximum effec- 
tive results. The greatest single value to us 
has been in the viral disease group, herpes 
simplex, herpes zoster, varicella, and mol- 


of basal-cell 
of forehead. 
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Fig. 8—Extruded type 
carcinoma 





Fig. 9—Ulcerated tu- 


mor of mycosis fun- 


goides. 
bie ie 
luscum contagiosum. The results in the 


pemphigus group have been of lesser value. 
Occasional results have been obtained in 
Letterer-Siwe disease, extruded basal-cell 
carcinoma, and the lymphomas. : 


Dr. Leon Goldman, Department of Dermatology, 
Cincinnati General Hospital (29). 
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a pearing in the American literature was in cinoma of the skin during this transitional- os oe 
_ 1954.1 These lesions were being reported period. Hence this study. ae 
-in the European literature as early as 1950.” i a 
In the United States, prior to 1954, these Procedure : Ss 


lesions were undoubtedly either classified as All available histopathological material diagnosed = 
_ squamous cell carcinoma of the skin, Or as keratoacanthoma and as squamous cell carci- A 
fe placed in the group entitled “Tumorlike noma of the skin at the U.S. Naval Hospital, 
 Keratoses.”” San Diego, California, from 1951 through 1957, f NA 


- was reviewed. This represented 233 cases. Nine- 
The fact that these lesions were not re- teen cases of keratoacanthoma, and 214 cases re- — ae 


+ por ted as a definite entity in this country ported as squamous cell carcinoma, usually grade 5 
prior to 1954, coupled with the flood of re- one, of the skin, were reviewed. After careful A: 
ports in the literature * since 1954, raises the examination, 21 sections, previously diagnosed as — 
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-These questions could, in part, be answered 


epy reviewing the pathological specimens of Statistics. —The 21 lesions of kerato- 
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— acanthoma previously diagnosed as squa- 
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Taste 1—Survey Results of All Available Sections Previously Reported as i : 
Squamous-Cell Carcinoma or Keratoacanthoma » 
3 EIM oe 





No. of KA * No. of Slides of No. of KA f: Pe 
Ka Reported Prior No.of SCC ¢ SCCO Available Previously Total % of KA From — oan 
ioe Year te Survey Reported to Review Diagnosed SCC KA Slides Reviewed A y 

. r : Par. 
1951 0 38 36 4 (11%) 4 11 eae 
1952 0 19 18 3 (17%) 3 17 EE 
1953 0 40 35 5 (14%) 5 14 -P 
1954 0 19 16 1 ( 6%) 1 6 KTA 
1955 5 45 35 2 (6%) 7 20 a 
1956 3 44 35 5 (14%) 8 23 pet: 
1957 11 43 39 1 (3%) 12 31 p ae 
x — — —~ = a td « 
Total 19 248 214 21 40 17 Lean 
è vi + 
a 
Me + Squamous-cel!l Carcinoma. a hae 
* Keratoacanthoma. ae 





TABLE 2.—Departments Submitting the 19 Lesions 
Reported as Keratoacanthoma From 


1955 Through 1957 














Dept. Submitting 


No. of Keratoacanthoma Lesions 


Year Reported Derm. Surg. Other 
1955 5 5 0 0 
1956 3 3 0 0 
1957 11 5 5 1 
Total 19 13 5 l 





Clinical Picture.—The classical clinical 
picture of keratoacanthoma is that of a 
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papule on an exposed surface, which pro- 
gresses into a rapidly growing, elevated, 
dome-shaped lesion, having a central crater 
filled with a keratin plug. The base and sur- 
rounding skin may show a ring or halo of 
inflammation, but usually no inflammatory 
zone is present. The lesions are usually 
single, up to 1 cm. in diameter, not attached 
to the subcutaneous tissue, and heal spon- 
taneously, leaving a scar. 


Microscopic Picture.—To properly and 
accurately diagnose keratoacanthoma. it is 


Fig. 1.—It will be noted 
that there is nothing 
diagnostic about (A) the 
bisected lesion of kerato- 
when 
(B) 
squamous-cell 


acanthoma 
pared to 


com- 
certain 
lesions of 
carcinoma. In fact, the 
configuration of the two 
lesions may be similar. 
Reduced 11% from mag. 


X 10 for both lesions. 
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important that the lesion be bisected, thus 
showing a cross section of the whole lesion. 
(See Figure 1, A & B.) The center of the 
lesion is usually filled with a parakeratotic 
keratin plug surrounded by epithelial hyper- 
plasia. The lesion extends into the dermis, 
which accounts for the final cicatrix after 
spontaneous involution. The proliferating 
cells may show numerous mitotic figures, but 
the cells seldom show abnormal irregularity 
in size or staining qualities. Numerous 
vacuolated cells in the epidermis can be 


Fig. 2—A careful ex- 
amination of the cellular 
structure is essential for 
the diagnosis of kerato- 
acanthoma. (A) The 
keratoacanthoma shows 
relatively normal matura- 
keratino- 
genesis, orderly arranged 
epithelial hyperplasia, and 
the individual cells are 


tion toward 


comparatively uniform in 
size, shape, and staining. 
(Hematoxylin and eosin. 
Reduced 11% from mag. 
X 100) (B) The individ- 
ual cells of the squam- 
ous-cell carcinoma are 
pleomorphic, disorderly 
arranged, and show no 
attempt toward the for- 
mation of normal keratin. 
Note that lacunar spaces 
are also present. ( Hema- 
toxylin and eosin. Re- 
duced 11% from mag. 


X 50). 


Brothers et al. 


seen in some lesions, and a well-formed 
granular layer appears among the areas of 
vacuolated cells. In some lesions, individual 
cell keratinization is present. An infiltrate 
is frequently seen in the dermis, with 
inflammatory cells penetrating into the epi- 
dermis, forming microabscesses. This fea- 
ture suggests benignity. Lacunar spaces and 
irregular dermal invasion by atypical cells 
are not usually seen in keratoacanthoma. 
(See Figure 2, A & B.) 
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Pathogenesis —The exact pathogenesis of 
this interesting lesion remains obscure. Solar 
exposure with connective tissue degenera- 
tion, trauma,® and viruses*® have all been 
considered in attempts to explain the etiology 
of keratoacanthoma. The verrucous his- 
topathological features lend support to the 
“inverted wart” theory of etiology, and cer- 
tain lesions deserve this designation clini- 


that we considered more satisfactorily met 
the criteria for keratoacanthoma. A total of 
40 keratoacanthoma, out of 233 lesions 
(17%) which prior to 1954 would probably 
have all been considered squamous-cell car- 
cinoma, is of significance, 

Other statistical studies may, and prob- 
ably will, yield different percentages of 
keratoacanthoma in a series of sections 


be classified as purely a malignant dys- 
keratotic phenomenon. The designation of 
“inverted wart” is both clinically and micro- 
scopically more accurately descriptive of 


= ¢ally and microscopically. previously diagnosed as squamous-cell car- 
7 os cinoma. Individual cell keratinization was 
SER Treatment seen in several sections of keratoacanthoma, 
a If one can be sure of the diagnosis, no and therefore this characteristic should not 
"EY 


-treatment is indicated, since the lesion will 
= heal spontaneously. If the lesion on the 
_ first clinical examination is a small papule 
© — Which continues to grow rapidly, immediate 


excision is indicated. If it is not initially 
excised, the expanded lesion may cover such 
a large area that, even after spontaneous 
_ involution, the final deformity is greater than 
that produced from initial primary exci- 


many of these lesions. 


This study may indicate that previously 
established cure rates for squamous-cell car- 
cinoma of the skin will need to be revised. 


Dr. William S. Brothers, 1625 West Fern Drive, 


a sion. Removal of the keratin plug may Fullerton, Calif. 

ae initiate healing. Since it is preferable to 

~ = combine the clinical and the microscopic REFERENCES 

ae characteristics to be absolutely certain of 1: Levy, E. J.; Cahn, M. M.; Shaffer, B and 
eae the diagnosis, and since excision usually Beerman, H.: Keratoacanthoma, J.A.M.A. 155: j 
© produces a fine linear scar, this is the treat- 562-564 (June) 1954. 
~~ ment af choice. This means adequate exci- 2 Rook, A. J., and Whimster, I. W.: Le 
Gm). Kérato-acanthome, Arch. belges dermat. et syph. 


oi; sion, but. does not mean that a wide, 6 :137-145 (Sept.) 1950. 


© deforming, radical surgical procedure is in- 3, New, W.: N.: Tumorlike Keratoses, US. . \ 
uit E5, dicated to treat this benign lesion. Armed Forces M.J. 5:1749-1763 (Dec.) 1954. 
zi 4. de Moragas, J. M.; Montgomery, H., and 
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McDonald, J. R.: Keratoacanthoma versus Squam- 
ous-Cell Carcinoma, A.M.A. Arch. Dermat. 77: 
390-395 (April) 1958. 

5. Mackie, B. S., and McGovern, V. J.: The 
Mechanism of Solar Carcinogenesis, A.M.A. Arch. 
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6. Ereaux, L. P.; Schopflocher, P., and Fournier, 
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ee Summary and Conclusions 


In this study a total of 233 sections of 
~ lesions from the skin were examined. Nine- 
“teen of these had been previously diagnosed 
as keratoacanthoma. There were 214 sec- 
= tions which had previously been diagnosed 
Bo) as squamous-cell carcinoma. We found 21 
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a Coccidioidal Granuloma After Treatment with 


Amphotericin B 


Report of a Case 


KENNETH C. BAKER, M.D., and SIDNEY R. KEMBERLING, M.D., Tucson, Ariz. 


The treatment of coccidioidomycosis has 
been, until recently, very unsatisfactory, 


= but with the introduction of antifungual 
drugs such as amphotericin B,* the outlook 


in disseminated and local coccidioidomycosis 


appears less grave. In the following case 


-~ report, a 9-year-old Papago Indian boy 


was first diagnosed and proven by biopsy 


in January, 1953, to have coccidioidal granu- 


loma. Different modalities were used with 
varying degrees of success. Amphotericin 
B was started on March 3, 1958, and con- 
tinued for one year. During the past three 
months, without therapy, the boy has had 
no recurrence of his lesions and his titer, 
though still increased, is diminishing slow- 
ly. 
Report of Case 


The patient, at 3 years of age, was admitted to 
the San Xavier Indian Hospital, Tucson, Ariz., in 
January, 1953, with weeping lesions on the scrotum, 
gluteal fold, and about the arms. He was trans- 


ferred to the Phoenix Indian Hospital, where 


after the diagnosis of coccidioidal granuloma was 
made, he received a series of six x-ray treatments. 
The lesions appeared to have healed at that time 
and he was discharged in April, 1953. 


The boy was first seen by us in September, 1955, 
because of new lesions in the same areas. Ethyl 
vanillate, 2 gm. daily increasing to 16 gm. daily, 
was given without improvement, and in May, 1957, 
he was sent by the San Xavier Indian Hospital to 
a local radiologist in Tucson who advised against 
further x-ray therapy. Returned to our care, the 


Submitted for publication Aug. 13, 1959. 

Department of Pediatrics, Tucson Clinic (Dr. 
Kimberling). 

Presented at the Southwestern Dermatology 
Society Meeting in Tucson, Ariz., on Oct. 24, 1958. 

* Fungizone, E. R. Squibb & Co., New Burns- 


-wick, N.J. 


boy received local antibiotic ointment, erythromycin 
(Ilotycin) with hydrocortisone, and Tetrahydroxy- 


quinone, 30 mg. Q.I.D. Later the dosage was in- 


creased to 60 mg. Q.I.D. with definite improve- . i 


ment noted in some of the lesions. 


In the summer of 1957, the patient’s perineal 
region became so involved and presented such a 
problem from a hygienic standpoint (inability to 
control bowel movements) that a radical excision 


of the granulomatous placques followed by thick- 


ness graft and a permanent colostomy were con- 


sidered. However, it was not deemed advisable 
after his laboratory reports from the University  — 
of California showed a complement-fixation test 


of 4+ to 1:256 dilution. 


The patient was hospitalized at St. Mary’s Hos- : 


pital in the spring of 1958 for a complete medical 
work-up and treatment with amphotericin B. He 
received a total of 800 mg. intravenously from 
March 17 to June 1, 1958, with a slow fall in 
titer following treatment with this drug. At first 
we gave it daily in small doses, 5 mg. along with 
heparin and promazine (Sparine) in 5% glucose. 
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His highest temperature, 104 F, was associated 


with chills and on several occasions it was neces- 
sary to give him transfusions of whole blood. 

By June, 1958, all the lesions had completely 
healed. Only soft pigmented scars were present; 
none were hypertrophic, painful, or showed any 
signs of contracture. This was particularly notice- 
able in the region of the external anal sphincter 
which had been involved with the granulomatous 
lesions. He was dismissed from St. Mary’s Hos- 
pital on June 1 and has been a patient at the 
Comstock Children’s Hospital in Tucson since, 
receiving weekly intravenous injections at the San 
Xavier Indian Hospital up to March, 1959. 

Personal communications with Dr. Norman 
Conant and Dr. David Smith, Duke University; 
Dr. C. E. Smith, University of California, and 
others, emphasized the necessity of keeping this 
boy on treatment for at least one year. (At this 
writing, July 13, 1959, the lesions remain com- 
pletely healed with no recurrence of lesions four 
months after his last injection of amphotericin B.) 
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Comment 


5 -Because of the poor absorption of ampho- 
_tericin B given by mouth, the intravenous 


method is much preferred. Since our patient 


-was a youth, we were extremely wary of 


the toxicity and reactions the drug might 


eee if any. Consequently he was given 
- small doses starting with 0.5 mg. per kilo- 


gram daily. After a week it was increased 
to 0.75 mg., then up to 1.0 mg. per kilogram 
in one more week. (This was diluted in 500 
zoe" of sterile water and given over a 4 to 6- 
Sabu period.) The 1.0 mg/kg. dosage was 
continued daily for six weeks, then every 


other day. As adjunct therapy: 


1. Aspirin 10 gr. (0.6 gm.) one hour before I.V. 


= and every four hours if fever developed. Of all the 
_ adjuncts this seemed to make the patient most 
~ comfortable. 


2. An oral tranquillizer, promazine (Sparine), 


e ve S one hour before I.V. and repeated every four hours 


Dn. 
3. Diphenhydramine (Benadryl), 25 or 50 mg. 


= -one hour before I.V. and repeated in four hours 
when needed. 








4. One cc. of 1000 units of heparin solution was 
added to I.V. to prevent clotting in the vein. The 
follow-up laboratory series was a complete blood 
count and urinalysis; BUN every third day for 
the first three weeks; liver function studies such 
as cephalin flocculation; and thymol turbidity and 
BSP every two weeks for the first six weeks, 
monthly thereafter. A monthly blood serology is 


~ advisable, 


Summary 


Doctors who have had any experience 
treating cases of coccidioidomycosis are ap- 
preciative of the slightest improvement 
noted in the patient regardless of what drug 
is used, and in this Indian boy’s case, the 
change in his condition after starting 


amphotericin B was miraculous; there was 


no question as to the efficacy of the drug 
since the lesions began their healing process 
- almost immediately. The encouraging fact 
that the preparation can be used safely on 
children adds another milestone in our arma- 
mentarium of new drugs for the treatment 
of previously hopeless systemic as well as 
local fungus infections. 
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Addendum—Two Additional Caged . 


We have just completed a year of treat- 


ment with intravenous amphotericin B on a 


28-year-old Spanish-American physician. 


who had multiple areas of coccidioidomy- 
cosis in his leg and a draining sinus in his 
thoracic spine area. His response to treat- 
ment was excellent and he has been free 


of drainage from his lesions for over six 


months. This is the longest period of time 
he has been free of the recurrence of in- 
fection. 

The second case, a Spanish-American 
man having a four-year recurrent coccid- 
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ioidal granuloma of the heel and small 


pulmonary lesion, has been on therapy for 
about a month. After two weeks of our 
routine treatment, the BUN rose to 44 
mg. o which necessitated delay of therapy 
for one week. Intravenous amphotericin B 
was started again every third day. In a 
short space of six weeks the patient’s lesions 
showed signs of improvement. However, 
the titer is still 2+ to 1:256 dilution and 
there is no change in the pulmonary lesion. 

Amphotericin B, under the E. R. Squibb & Co. 
trademark “Fungizone” is being provided in the 
present cases under treatment through the courtesy 
of K. A. Hartzell, M.D., the Squibb Institute for 
Medical Research, New Brunswick, N.J. EA 

Complement fixation and precipitin tests for 
coccidioidomycosis were performed through the 
courtesy of Charles E. Smith, M.D., School of 
Public Health, University of California, Berkeley 
4, Calif. with the support of the Commission on 
Acute Respiratory Diseases, Armed Forces Epi- 
dermiological Board. 


Kodachrome, courtesy Dome Chemical Company. 


729 North Fourth Avenue. fos 
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Fig. 1— Anterior tibia — 10 days after Fig. 2— One year after treatment with am- 
treatment with amphotericin B. photericin B. 





3 — Lateral surface of tibia —10 days Fig. +— One year after treatment. 


Fig 
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after treatment with amphotericin DB. 
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Hypnosis and Dermabrasion 


JAMES W. BURKS, M.D., New Orleans 


Recent official recognition of the science 


. 5 of hypnosis by national medical groups in 
= this country * and abroad? has led to ex- 


pansion of its medical application. Derma- 


 tologists, early to recognize its value in the 


be suggestive treatment of warts, have applied 





it to other dermatoses, including neuro- 


- dermatitis, eczema, idiopathic pruritus, and 


dermatitis artefacta. Experience herein re- 
ported suggests still another application, 
i.e., in dermabrasion. 

Whereas local refrigerant anesthesia for 
dermabrasion has advantages over the gen- 
eral anesthesia required for other technics, 
such as sandpaper abrasion, freezing to 
board-like hardness produces considerable 
discomfort before anesthesia is obtained. 
Prechilling packs, as recommended by 


i -= Kurtin} do little to eliminate the shock and 
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sting of the refrigerant spray. Furthermore, 
the usual apprehension associated with pro- 
cedures involving local anesthesia seems to 
be accentuated in the average planing pa- 
tient, despite time-consuming preoperative 
indoctrination and use of modern tranquil- 
izers. In extensive planings, such as those 


involving the entire face, forehead, and 


neck, the patient's intolerance of the pro- 
cedure may necessitate postponement of 
planing of certain areas. Other patients may 
endure the whole procedure, but with a 
“never again” reaction which mars an other- 
wise successful surgical procedure. Planing 
is especially hazardous in children because 
of the difficulty associated with the forceful 
restraint necessary. 

The urgent need to eliminate these short- 
comings was apparent recently when a 9- 
year-old girl was brought in for planing 

Submitted for publication May 7, 1959. 

From the Division of Dermatology, Depart- 


ment of Medicine, Tulane University School of 
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of a nevus flammeus near the orbit. Hyp- 
nosis, administered by an oral surgeon * 
experienced in the art, permitted satisfac- 
tory planing of the lesion by the wire 
brush, with relatively little difficulty. Some 


ineffectiveness of hypnosis resulted from- 


the unfamiliarity of the hypnotist with de- 
tails of the operating procedure. For this 
reason, it is preferable that the dermatologist 
himself induce the hypnosis. The over-all 
success of hypnosis in this patient led to its 
incorporation in previously described plan- 
ing routine.‘ 

Hypnotizability of patients depends upon 
their willingness to cooperate, their ability 
to imagine, their need of motivation, and 
the prestige of the hypnotist. Planing pa- 
tients are, in general, good subjects, because 


most of them have long desired correction - 
of cosmetic defects, and have often imagined | 
how they would like to appear. Consciously 
or unconsciously, personal or familial in- | 
fluences motivate them to seek correction ` 


of their deficiencies. The patient's very. | 


selection of the planer reflects his confidence 


in his. ability. Furthermore, a large ate 


centage of these patients are adolescents or ` 


young adults, who are especially amenable to. 
hypnosis. 


To some dermatologists, hypnosis may y 


be unacceptable because it is time-consum- 
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ing, and therefore, not adaptable to the 


average dermatologic practice. This disad- 
vantage, however, is more apparent than 
real, and may be minimized. The patient 
with acne who is receiving weekly treat- 
ment prior to planing may establish rapport 
and be indoctrinated with the phenomena 
of hypnosis during these weekly visits, so 
that the time of treatment need not be pro- 


* Harry M. Laufer, D.D.S., New Orleans, whose 
enthusiasm, instruction, and guidance made this 
work possible. 


’ 





-HYPNOSIS AND EEMAARASTON 


Eaa. New patients who come solely for 

Paling may require one or more practice 

_ sessions for explanation of and instruction 

-~ in hypnosis. After some experience, the 

hypnotist will be able to recognize those who 

~ need instruction. However, in my experi- 

_ nce, and in that of others,® preoperative 

instruction in the technic has been little 

_ more effective than a single session at the 

- _ time of operation, when the time and effort 
-involved are taken into account. 


Unfortunately, hypnosis is rendered dif- 
ficult by certain basic technical features of 
planing, such as the noisy motors of planer 

__and blower, the breathtaking effect of blow- 
ing air, and the shock of the refrigerant. 
_ Actually, the noise of the motors may be 
utilized by the patient’s imagination to vis- 
= ualize a pleasant motor or plane trip to 
_ some longed-for place; the blowing air may 
= suggest sea or mountain- -top breezes, and 
the coolness of the refrigerant may conjure 
-up in the mind beautiful snow, a refreshing 
cold swim, a delightful cold drink, or ice 
cream, Anis the hypnotist may convert 
= Certain disadvantages to his favor. 


- 


Ni? | Results 


As a Mgafeguard against overenthusiasm 
i for: a new technic, I have delayed this report 
until twelve months have elapsed since all 
__ planing patients in my private practice were 
“i subjected to hypnosis. Results based upon 
Sethe combined opinions of patients, their 
A -familial extensions, office personnel, and 
operator, indicate some degree of success 
-in the application of hypnosis in all patients. 
In general, the state of hypnosis sought 
and attained was one of a mild to medium 
hypnotic stage. Success here was recognized 
| by a relative lack of visible signs of appre- 
hension, such as tenseness of muscles, 
rigidity and movement of hands and feet, 
squirming, crying out, turning of the head 
_ from side to side, opening of the eyes, 
ee impatience to terminate the operation, and 
| postoperative shock reactions, such as nau- 
2 sea, . Vomiting, and syncope. 
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New bakai who attained a , light hyp- 39 
notic state later admitted that they knew 
all that transpired, could hear everything, ~~ 
and had felt the sting of the refrigerant. 7 
Yet none complained bitterly. Patients who RA 
had been planed previously thought the dis- oe 
comforts were lessened by the addition of — 
hypnosis. All in this group = 
time-distortion ê; they estimated the op- §% 
erating time to be 5 to 15 minutes, whereas a 
it was actually 20 to 40 minutes, Anesthes fe 
was accomplished only in a few patienti S 
in whom a deep hypnotic state was attained _ es 
after prolonged periodic instructions, Ba ay E 

in still fewer who manifested PER 2 ae 
listic tendencies at the outset. Posthypnotic — a 
suggestive phenomena successfully elim- of H 
inated postoperative discomfort for three  ~ 
days in one of these patients. In another, Re. 

an attempt to control capillary bleeding was ~ 
questionably successful. Were it not for the 
time-consuming factor, the anesthetic stage — 
of hypnosis would be the ideal goal. 





Summary 


The refrigerative type of anesthetic mars 
the success of dermabrasion to some degree, _ a 
because of the notable discomfort it pro- age 
duces in the patient. Hypnosis as an adjunct — 
to established routine seems to eliminate — 
this disadvantage. 


The opinions of patients planed under ae 
hypnosis, those of their families, the office — ae 


cess of the procedure, as evidenced by much 
less emotional trauma and fewer postopera- — 
tive reactions. In most patients only mild — 
to medium hypnosis was achieved, although 
a few attained a deep hypnotic state. In 
these, the ideal anesthetic stage of hypnosis f 
was reached. Specific details of its applica- ~ 
tion to dermabrasion are discussed. ee 
Maison Blanche Building (16). 
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Lesions in the Skin of Chicken 


4 
AA d 
SES 


te. > R. H. RIGDON, M.D., Galveston, Texas 


e It has been suggested by Liang and Cow- 
dry? that hair follicles are the primary 


g S site of neoplastic response when methyl- 
Mes cholanthrene is applied to the skin of the 
Ro mouse. Other investigators have empha- 


- sized the importance of the hair follicle in 
the development of tumors in the skin.4® 
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ae Ghadially ê observed papillomas and kerato- 
een -acanthomas arising from the pilosebaceous 
Bo apparatus in the skin of rabbits treated with 
S  9,10-dimethyl-1,2-benzanthracene. 


Bes Much confusion has arisen as to termi- 
= nology for certain of these carcinogenic- 
-~ induced tumors in the skin of experimental 
; 8 animals. Ghadially ê recently reviewed this 
-= problem, and showed the similarity of these 
a _ €xperimentally-induced lesions in the rabbit 
to the keratoacanthoma that occurs sponta- 
} Ee ii in man. He pointed out, “The pres- 
~ ent work leaves little doubt that a large 
= majority of the so-called epitheliomas pro- 
we = duced in rabbits by experimental cancer 
-workers since experiments in chemical car- 
= cinogenesis commenced were in fact not 
ie cancers but keratoacanthomas.” Dur- 
«< ing our study of methylcholanthrene-in- 
A = duced tumors in the skin of chickens, we 
have observed a lesion with the histologic 
ee characteristics of a squamous-cell carcino- 
z ma that spontaneously regressed.7:8 This 
lesion in the chicken has certain character- 
_ istics that are similar to the keratoacantho- 
| oma as observed in man.? 


za Submitted for publication May 6, 1959. 
E Pieiaor of Pathology, University of Texas 
` #3 Medical Branch. 
a This investigation was supported by grant from 
4 USPH C-1369(C6), National Cancer Institute, 
Public Health Service. 
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i  Histopathogenesis of N R Induced with a 


of chickens has been described previously.” The — 2 
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In view of the observation that carcino- 5, A. 
genic-induced tumors in the mouse! and BAe 
rabbit ® are related to the hair follicles, a ae 
group of the tumors occurring in the skin a 
of chickens following local application of- 9 = 
methylcholanthrene has been studied, to ~ 
ascertain their relation to feather Sa a i 
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Methods and Materials 


The technique-for producing tumors in the shige 


skin was treated with local applications of a 0.25% — B 
solution of methylcholanthrene in acetone. Ten of i 
the lesions were excised and fixed in a 4% solution — ae 
of formaldehyde. Paraffin sections were preparers Ss 

the specimens were cut serially, and stained - vith 
hematoxylin and eosin. a 


PO TA 
ne 


a 
The normal skin of the chicken is shown $ 
in Figure 1. The skin of the thoracic wall K: 
in the area of the wing is covered by epi- 
thelium, usually two to three cells thick, 
The basal layer is more or less cuboidal and 
is sharply demarcated from the underlying A 
fibrous tissue stroma. A layer of keratin ~ 
covers the epidermis, and a few capillaries A 
are present in the dermis. Feathers are Aa 
present in this area of the body. However, | Be 
the number is much less than is present 
in other parts. Be: 


Results 


vz 


The lesions removed from the skin ‘tor Si A 
histologic study varied in size from 2 to 8 
mm. The smaller ones were slightly ele- 
vated, grayish-white in color, and not A : 
ulcerated. The larger lesions were circum- Re 
scribed and ulcerated, as shown in Figure yaar i 
Some of these lesions were adjacent to 


Fig. 1.—Normal skin 
from the thoracic region 
of a young adult chicken. 
Hematoxylin and eosin 
stain. Reduced 6% from 
mag. X 900. 


feather follicles, while others were unasso- 
ciated with a follicle. 


Each of the ten lesions was histologically 
a squamous-cell tumor. The epidermis ad- 
jacent to the lesion was two to four times 
thicker than the normal skin (Fig. 3). The 
epithelial cells in this area appeared to be 
larger than the normal. The cells in the 
basal layer of some of the lesions varied 
in size and shape, and mitoses were con- 


Fig. 2—Squamous-cell carcinomatoid tumor in 
the skin of a chicken 47 days of age. 0.5 ml. of 
methylcholanthrene in acetone was put on the skin 
of this bird. Four days later 0.5 ml. of a 1.0% 
solution of the same carcinogen was put on the 
same area. This photograph was made 34 days 
after the first application of the carcinogen, 








spicuous (Figs. 4 and 5). These atypical 
cells in the basal layer were continuous 
with the epithelial cells that infiltrated the 
dermis (Fig. 6). Relatively speaking, the 
area Of hyperplasia of the cells in the epi- 
dermis corresponded to the underlying 
stroma that was infiltrated by the squamous 
cells. It was of interest to note, however, 
that the point of extension of the epithelial 
cells from the basal layer of the epidermis 
into the dermis usually was narrow. The 
epithelial cells apparently rapidly spread 
laterally into the adjacent stroma. The epi- 
thelial cells present in the dermis were typi- 
cal squamous cells, growing in either small 
or large groups. Epithelial pearls were 
present. 

The area of the epidermis where the cells 
in the basal layer proliferated and infil- 
trated the underlying stroma was the site 
of degeneration and ulceration (Fig. 7). 
In those lesions with large areas of ulcera- 
tion in the epidermis, there were many 
squamous cells in the underlying dermis; 
in fact, it appeared as if these cells were 
formed in an attempt to reinforce the local 
areas of degenerated epidermis (Fig. 8). 


Many of the squamous cells in the dermis 
were surrounded by a pink-staining, kera- 
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KERATOACANTHOMA IN CHICKEN 


Fig. 3—Skin from thoracic wall 
in area treated with methylcho- 
lanthrene. When this chicken was 
45 months of age, 0.5 ml. of a 
1.0% solution of methylcholanth- 
rene in acetone was applied to the 
same area of skin for 5 times on 
the 0, 2d, 7th, 9th, and 12th day. 
The tumor was removed on the 
38th experimental day. Hematoxy- 


lin and eosin. X 900. 


Rigdon 








Fig. 4—Same chicken as shown in 
Figure 3. There is considerable hyper- 
plasia of the cells in the epidermis in 
the area of the tumor. Observe the 
changes in the cells in the basal area. 
Hematoxylin and eosin. X 360. 
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Fig. 5—Mitotic cells are present in 
the hyperplastic epidermis in the area 
where the tumor is located. Hema- 
toxylin and eosin. X 900. 








Fig. 6—Same chicken as shown in 
Figure 3. The proliferating epithelial 
cells in the epidermis have infiltrated 
the dermis. Hematoxylin and eosin. 
X 855. 
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KERATOACANTHOMA IN CHICKEN 





Fig. 7—Same chicken ï À 
as shown in Figure 3. z 
The crater of the ulcer is P- 
filled with degenerating a 
keratin-like material. The SA 
periphery of this lesion i. | 
is formed by a zone of 5 
squamous epithelial cells e 


that infiltrates the adja- 
cent stroma. Hematoxy- 
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lin and eosin. Reduced z 
11% from mag. X 48. | 
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tin-like material. In many of the sections some of these degenerating cells. At no time 
where the epidermis was still intact, the did we find an area in which it was thought 
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squamous cells in the dermis were degener- that a bacterial infection had occurred in Ș 
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ated. A few leukocytes were present about these carcinogenic-induced lesions. Few 
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Fig. 8—A higher magnification of 
a portion of the lesion shown in Fig- 
ure 7. Hematoxylin and eosin. X 110. 
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Fig. 9.—A feather fol- 
licle is present at the 


tumor. This tumor ap- 
parently arose from the 
epidermis, and not from 
this follicle. Hematoxy- 
lin and eosin. Reduced 


lymphocytes were present in the dermis at 
the periphery of the proliferating squamous 
cells, except in one lesion in which the 
number of lymphocytes was very numerous. 
Pyknosis and karyorrhexis were conspicu- 
ous in the epithelial cells at the periphery of 
the squamous cells in the dermis. This fea- 
ture was observed previously in these re- 
gressing lesions.® 

In one of the tumors a feather follicle 
was present near the center of the lesion 
(Fig. 9). However, in examining the fol- 
licle there were no areas found that would 
suggest a continuation of the epithelial cells 
from the follicle with those in the adjacent 
stroma. In a second specimen a feather 


follicle was located at the margin of the 


area of dermis infiltrated with squamous 
cells, but in this lesion we also did not 
observe a direct continuation of the squa- 
mous cells in the dermis with those in the 
follicle. | r 


Comment 


The keratoacanthoma-like lesions occur- 
ring in the skin of chickens, . following the 
local application of methylcholanthrene, 
have many of the features of the lesions 
experimentally induced in the skin of 
rabbits, mice, and hamsters with 9,10-di- 
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methyl-1,2-benzanthracene, as described by 
Ghadially.*° However, the lesion in the 
skin of the chicken is a superficial ulcer, 
the cavity of which is filled with keratin, 
and the periphery is formed by squamous 
epithelial cells that infiltrate the adjacent 


stroma. The corresponding lesion in the 
skin of the rabbit, mouse, and hamster usu- 
ally is characterized by a papillary-like 
growth with extensive keratinization. As 


the lesion enlarges in the latter group of- 


experimental animals, the keratinous plug 
may either drop off, leaving a cup-shaped 
lesion, or it may persist to produce a kerat- 
inous horn. The Type III keratoacanthoma 


of Ghadially is a berry-shaped or cyst-like | 


lesion deep in the cutis. The central cavity 
is lined with a thick, irregular layer of 
hyperplastic epithelium, and is filled with 
whorled keratotic and parakeratotic lam- 
inae. t° 

Our observations in the chicken would 
suggest that a cell or cells in the epidermis 
proliferate and infiltrate the underlying 
stroma. These cells rapidly become kera- 
tinized, and are extruded, leaving a crater. 
The squamous cells that line this ulcer con- 
tinue to become keratinized, while those 
that infiltrate the adjacent dermis show 
pyknosis, karyorrhexis, and degeneration. 
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"KERATOACANTHOMA IN IN CHICKEN 

h “process of cell degeneration exceeds 

that of cell proliferation, and regression of 

“the lesion rapidly occurs. 

BE, The histogenesis of these lesions, in the 
skin of man, rabbits, mice, hamsters, and 
chi kens, and their biological behavior are 

of considerable interest. Ghadially 1° is of 

the opinion that these lesions arise from 
the pilosebaceous apparatus, that they grow 
and regress as does the hair follicle, and, 
like any other benign tumor, they occasion- 
ally become malignant and show uncon- 

“trolled growth rather than regression. 
Other observers agree with the opinion of 
 Ghadially as to the origin of these tumors 
BER ‘mammals. In the chicken there are 
few feather follicles in the skin of the tho- 
racic wall beneath the wing when compared 
with the number of hair follicles in the skin 
of the rabbit and mouse. These keratoacan- 
cthoma-ilee lesions may arise in the skin of 

the chicken where there are no feather 
follicles. Of course, one may suggest that 

‘the cell of origin of these tumors in the 
chicken may be the same cell that is the 

anlage for a feather follicle, and thus con- 

Sag that the origin of this lesion in the 

wl and of those in mammals is the same. 
o£ uch an hypothesis at this time appears 

(eEessary. Certainly the lesion in mam- 

mals appears to be associated with the hair 

follicle, and the lesion in the chicken may 
Tse: from a feather follicle; however, such 

a site of origin in the chicken is not usual, 

as suggested by this study. 
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Summary 


The ulcerated lesions occurring in the 
skin of chickens following the local applica- 
tion of methylcholanthrene in acetone have 
been studied in serial histological sections. 
‘These lesions are squamous-cell-like tumors 
that develop from the epidermis. There is 
no indication from this study that any of 


ey 





these lesions arise from the feather follicle. 
However, there is no indication from this- 
study to indicate that such lesions could 
not also originate from a feather follicle. 
In fact, such a lesion has been observed to 
arise from a feather follicle in the white 
Pekin duck. 


The University of Texas Medical Branch. 
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N n ' 
E l Report of a Case 
as: DAVID H, BRUCE, M.D., Portland, Ore. 
7 on 
‘a 
% -~ Angiokeratoma circumscriptum was first 
< described in 1915 by Fabry.! Angiokeratoma 
< = scroti was described by Fordyce? in 1896. 
= These two entities are compared to the other 
< angiokeratomata in Table 1. For references 
4 oe from the older literature on the angiokera- 
s E = toma circumscriptum, the reader is referred 
` to the paper of Loria, Derbes and Kraf- 
~ chuk For references on the angiokeratoma 
œ seroti, see Robinson and Tasker,‘ and 


oo e zaki.’ 

| I wish to report the case of a patient with 
=- = angiokeratoma circumscriptum, angiokera- 
= > toma scroti, and “caviar spots of the tongue” 
— (Bean*). The discussion will be directed 
€ towards establishing the nature of these 


_._ vascular lesions. . 

ee 

Ss Report of Case 
eae | 

ee History—An 80-year-old white man was åd- 


D = mitted to the Portland Veterans Administration 
Submitted for publication May 19, 1959. 
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Hospital for operation on a hernia. When he was 
approximately 67, he noticed a red spot near a? 4 
This became larger with Sats and 
developed a “roughness” (hyperkeratosis). E 
spots appeared from time to time on Hb si i 
leg, especially about the foot, and would oe 
in size, They were asymptomatic, except — 
rubbing on the footwear on two or three « re ca- 
sions resulted in marked bleeding. The le ori 
on his scrotum had been present since childho 
He was not aware that he had similar ma 
under the tongue. 
















He denied hematuria, melena, or hemoptysis 
any time in his life. However, he has had appre 


fifties, with extravasation of frot one- half to one Ae 
and one-half quarts. There has been no bleeding 
in the last ten years. He had a hemorrhoidectomy 
at age 50. 


N 

As a child, from 6 to 12 years old, he dec ve 
cattle in northern Michigan, where he would get j 
chilblains “as often as there were (winter) days.” — 
The chilblains were described as red, edematous 4 
swellings, primarily of the toes but also of ; x 
fingers, appearing after cold exposure when en- = 













ae 4, Division of Dermatology, University of Oregon tering a warm environment. These would last one | 
p- Medical School, Portland. to two hours, and burn and itch intensely. TA 
Pe Mad 
TABLE 1.—The Angiokeratomata ee, ang 

i Pey i ie | A 4 ý 
"Type Description Age Sex Incidence Comments i ire 
-~ ' — eel 
3 ae Angiokeratoma Lesions are few mm. to Before puberty Only males so Rare Associated with | = | 
corporis pinhead in size, scattered far heart and kid- rs “Y 

— diffusum — over trunk and proximal — ney disease. % Sa 
(Fabry'*) | _ extremities. i ht SSAA 
-Angiokeratoma Lesions are several mm. to Youth Either sex Rare Associated with = 

- (Mibelli2?) — pinhead in size, usually pernio. rie es 
; present on dorsa of hands be ets 
and feet. oF arzel 
Angiokeratoma Lesions may become large, Most begin in Either sex Rare = AAD SS oe) 
-cireumscriptum are unilateral, and usually first two 4 ors As y 
(Fabry !) on & lower extremity. decades 2H =A 
Angickeratoma Lesions are few mm. to Adulthood Male Common, 0.5% oi See Ey 
scroti pinhead in size, limited in late teens A RS eae 
(Fordyce *) to scrotum. and 15% in AER ORS E, 

, - adults over 50 a eae 

(Izaki *) \ 2 ee 
e Ny Si 
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ANGIOKERATOMA 





Fig. 1.— Angiokeratoma circumscriptum. Note 
the vessels under the first nail. 


Physical Examination.—There are multiple, dark- 
purple, thickly keratotic lesions on the right big 
toe, in the nail bed of that toe, between the fourth 
and fifth toes, on the plantar surface, the heel, 
and a few small ones about the right knee (Fig. 1). 
It is noticeable that the higher up the leg the 
lesions are, or the better protected, the thinner 
is the keratotic covering. The original lesion near 
the lateral malleolus, removed several years ago 
for biopsy, has not recurred. 

There are nonkeratotic, vascular marks on the 
buccal mucosa, lips, and undersurface of the tongue 
bilaterally. Their color is lavender, and the clearly 
visible veins are seen beneath them. Those on the 
tongue are shown in Figure 2. Similar, clinically 
nonkeratotic, vascular markings are present on the 
scrotum, following the visible veins in their dis- 
tribution. On close inspection, many very small 
lavender marks are seen on the glans penis as 
well (Fig. 3). These blanch with pressure. The 
nasal mucous membrane is not involved. 

Past Medical History—He had typhoid fever as 
a child, and developed malaria during World War 


Fig. 2—‘‘Caviar spots of the tongue.” 
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Fig. 3—Angiokeratoma scroti. Punctate lesions 
in the glans penis are also visible. 


I. Pernicious anemia was diagnosed in 1644. He 
is presently receiving cyanocobalamin (vitamin Buz) 
each week. He has no overt clinical or labora- 
tory manifestations of this disease at present. 
However, he has central nervous system disease, 
which has not been clarified as to cause. He has 
a positive Romberg sign with loss of toe position 
sense, vibration sense, but not of pain and sensa- 
tion. He has a weakly positive serological test 
for syphilis, and a negative Treponema pallidum 
immobilization test (TPI). The spinal fluid was 
normal. Pernicious anemia is probably more likely 
here than a “burned out” tabes dorsalis, consider- 
ing the negative TPI. 

Histology—Angiokeratoma circumscriptum: Fig- 
ure 4 demonstrates a greatly thickened, para- 
keratotic stratum corneum, and enclosed within its 
outer layers are many well-formed thrombi. Be- 
low this mass of thrombi and keratotic material 
is found a somewhat atrophic epidermis. Within 
the dermis there are many large vessels composed 
of one very flat layer of endothelium. Loss of 
the adjacent walls is evident in a few places. 
More recent thrombi are present here in a few 
of the vesgels. A high-power view is shown in 
Figure 5 of an area of actively proliferating 
endothelium. Small capillaries, having fat endo- 
thelial cells and capillary buds without lumina, 
are seen, Extravascular red blood cells are pres- 
ent in abundance, plus large deposits of hemo- 
siderin as shown by the potassium ferrocyanide 
stain for iron. Hemosiderin is found only in 
close apposition to the vessels in question. 

Angiokeratoma scroti: Figure 6 discloses a nor- 
mal stratum corneum and epidermis. A few fairly 
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Fig. 4.—Photomicro- 
graph of angiokeratoma 
Mr circumscriptum. Clotted 
ag blood is present in the 
S superficial strata. An area 
A of new blood vessel for- 
ff mation is visible in the 
lower left-hand corner. 
px Hematoxylin and eosin 
F stain. 
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Fig. 5. — Close-up of 
Fig. 4 showing angio- 
blastic activity. 
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ORA  6.—Photomicro- 

-graph of angiokeratoma 

£ = scroti. A dilated vein is 

seen in the lower left- 

hand corner. Hematox- 
in and eosin. 


- large capillaries are scattered in the upper third 
of the dermis. The endothelium is mature. A 
superficial dilated vein is seen nearby. No extra- 
vasated red blood cells are visible, but phago- 
cytized hemosiderin is widely distributed in the 
dermis, without particular relation to the dilated 

_ capillaries. The recent operation for the hernia 
explains the presence of the hemosiderin. 

A biopsy of the “caviar spots of the tongue” 
was not performed. 


Comment 


_ What is the nature of these angiokera- 
tomata? Are they telamgiectases or true 
hemangiomas? Telangiectasia is defined as a 
dilatation of preexisting vessels. Heman- 
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gioma is a neoplasm, which is defined as the 
growth or development of new material. 
Angiokeratoma circumscriptum: The case 
presented is a definite angioma. Figure 5 
shows actively proliferating endothelial cells. 
Probably all cases of this sort are neoplasms. 
It should be pointed out that two of the 
three biopsies performed did not demon- 
strate angioblastic activity ; and furthermore, 
the one that did was taken early in the course 
of the condition. Wertheim, Gans, and 
Touraine (all cited by Loria, et al.) stated 
that new-vessel formation was present in 


their cases as well. From the recent litera- 


TABLE 2.—Reported Instances of Angiokeratoma Circumscriptum from Recent Literature 








Author 


Bang, K.*# (1947) 


= Dochao, Vidal, & 
- Zubiri® (1947) 


Duwe, Van de Meiren, & 
Achten” (1948) 


Mestdagh ' (1949) 


- Thambiah & Rajam è? 
(1954) 


j Solonen & Brandt: 


Patient 


Woman, age 22 (began 
3-4 years before) 

Woman, age 33 (began 
at birth) 

White woman, age 23 
(began age 17) 


Man, age 37 (began 
age 21) 

Woman, age 25 (started 
few days after birth) 
Girl, age 11 (began age 6) 

Woman, age 60 (began 


2 years before) 
Youth, age 18 


Location 


Posterior aspect of left 
leg 
Left leg 


Dorsum of right foot; 
above right medial 
malleolus 

Unilateral, in the dis- 
tribution of C5, D1, D2, 
D4, through L4 and $2 


Right leg 


Unilateral; leg 


Fourchette; not 
unilateral 
Medial right forearm 


Remarks 


There has been progressive increase in 
size. 

Began as blue marks; involves entire 
left leg 

Preceded by edema for few mo.; 
varicosities evolved with vascular 
lesions; may not belong in this group. 

3 lesions described: keratotic, red 
papules, which coalesce to form plaques 
and ill-smelling verrucous lesions 
under toes; associated with psoriasis. 

Lesions about size of small coin, 
deposited in approximate distribution 
of lesser saphenous vein. 

Lesions had enlarged progressively 


May not belong in this group 


Englarged from size of fingernail 





(1956) to 3X4 cm.; recent growth was 
prominent. 
E Bruce : 87/391 
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ture, eight cases are described (Table 2), 


all of which showed the uniform histology 
of dilated groups of capillaries just beneath, 
or enclosed in, a very keratotic epidermis. 
Most of them give the histories of progres- 
sive development, often over large areas, yet 


only in Duwe’s case? is active proliferation 
_of the vascular elements described. 


Two of the cases may not belong in this 


= classification. In one (Thambiah 8) the le- 


sion is one the fourchette and not unilateral. 
In the other (Dochao®)* edema and vari- 
cosities were associated with the onset, pos- 
sibly intimating that mere dilatation was the 
reason for the appearance of the condition. 
Dochao listed two references 1°17 from the 
Spanish literature which are possible cases 
of this type. 

Angiokeratoma scroti: The position oc- 
cupied by this scrotal lesion is not easily de- 
cided. Fordyce? believed that the epidermis 


_ grows down, constricting the vessels, thus 
= producing their dilatation through the in- 
creased pressure of the partially-trapped 
blood. This view is untenable since the epi- 
dermis does not always form a collarette 
about the vessels. 


Sutton,!® and Robinson 
and Tasker,* feel the changes are sec- 
ondary to increased pressure, e.g., hernia, 


= varicocele, etc. Wile and Belote™ do not 


describe endothelial proliferation, but state 
that the histologic picture conforms “en- 
tirely to the picture of a minute cavernous 
angioma which presents all the features of 


a blood vessel nevus.” Ormsby,’ in dis- 


_ cussing Sweitzer’s case, stated that Fordyce’s 
angiokeratomas are “telangiectatic or angio- 


matous lesions with or without hyper- 
keratosis”. Izaki,® in his excellent histologic 


-studies and statistical survey of 1552 male 


Japanese, felt that vessels were inereased in 


=- number. He concluded that he was dealing 


with a true hemangioma. 


Since angioblastic proliferation has ap- 
parently never been described in the scrotal 
angiokeratoma, no decision can be made re- 
garding its nature at present. 


“Caviar spots of the tongue”: Bean ê has 
studied this condition. Histologically it is a 
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dilated vein, the endothelium of which is 


hypoplastic, but the wall is fairly thick and 


cellular. 


Summary and Conclusions 


Another angiokeratoma circumscriptum is 
described. Angiokeratoma scroti and the 
“caviar spots of the tongue” are discussed, 
since the same patient presented these as 
well. It is of interest to note that the glans 
penis as well as the scrotum was involved, 
demonstrating tiny, punctate, vascular dilata- 
tions. 


The question of telangiectasia or neoplasia 
was considered. Angioblastic activity has 


been found in several of the angiokera- 
tomata circumscripta thus far reported, in- ~ 
cluding the present case. It is likely that all 
such lesions are neoplastic, and that vascular E 
dilatation is a secondary occurrence. This a 


is reminiscent of Keller’s work 18 on senile 


angiomas, where he found that angioblastic : | 
activity preceded the dilatation. The ques- | 
tion of neoplasia in the scrotal angiokera- _ 
toma has not been decided, although it is — 
likely. The “caviar spots of the tongue” ap- __ 


pear to be mere dilatations of veins. 


Division of Dermatology, University of Oregon 
Medical School (1). 
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a Survival of Human Skin Transplanted into the Cheek 
_ Pouch of the Golden Hamster 


Although the technique of heterotrans- 
~- plantation of human tissue into small ani- 


~~ mals has been used in the field of cancer 
œ research for many years,?** its applicabil- 
TERENE SERP ° 

~ ity «to research in dermatology has been 


= explored only recently." 
; Investigation into the nature of many 
skin diseases is hampered because such 


Ms g 

eoo disorders do not occur naturally in experi- 
E mental animals. It was our thought that the 
= skin from patients with some of the histo- 
© logically identifiable dermatoses (e.g., 
= psoriasis and lichen planus) might be trans- 
ae. planted into the hamster cheek pouch and 
=~ still retain its pathological characteristics. 


a t - Tot é 
= If, for instance, psoriatic skin would grow 


Re -as such, distinctly different from normal 
pe skin under like circumstances, then the 
ae investigative possibilities would be appre- 
be.* - ciable. 

oe A corollary objective of this study was to 


~ determine the necessity, if any, of cortisone 
~ treatment for the survival of heterotrans- 
plants of this nature. 


Materials and Methods 


The cheek pouch of the Golden hamster was 
kes in this experiment. Young animals weighing 
from 40 to 60 gm. were obtained without regard 
to sex. Anesthesia was achieved by the intraperi- 
> toneal injection of pentobarbital (Nembutal) (10 
a . mg. per 100 gm.), and the cheek pouch everted 
; > =- over a transparent plastic block. With the aid of 
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a dissecting microscope and ophthalmic forceps 
and scissors, an incision was made in the pouch 


epithelium and small portions of skin, 1 mm. or 
less in diameter containing all layers were im- 
planted into the pouch connective tissue. Clean, 
but not sterile technique was employed, and gross 
infection of the pouch or transplant was no prob- 
lem. One to three transplants were made per 
pouch, with each transplant placed as far away 
from the entering incision as possible. 


0.5 gm. per liter. 


The hamsters were then divided into two groups. 


The first of these received 1.5 mg. of cortisone 


acetate subcutaneously at the time of implantation — 


and once weekly thereafter. The second or con- 
trol group received no special treatment. 

The site of implantation was inspected frequent- 
ly, and biopsies were taken at 7, 14, 28, 56, and 
120 day intervals. A No. 4 or 6 mm. rotary skin 


punch was used for biopsy, the specimen fixed in — 
5% formalin and the whole block sectioned serially 


and stained with hematoxylin and eosin» The biop- 


sy sites healed rapidly without signs of infection” 


although with noticeable puckering. The act of 
biopsy did not affect the other transplant within 
the same pouch. 

The following tissues were transplanted: autol- 
ogous and homologous hamster skin, 


and lichen planus. 


implanted. 


In any transplant study the question of criteria 
for a “take” must be considered.® Viability in this 


study was suggested by the gross observation of — 
increase in transplant size but actually determined — 


The surgi- 
cal specimens had been obtained within the previ- 
ous hour and kept moistened with Ringer’s solution — 
containing chloramphenicol in a concentration of 


normal 

human skin, and skin from lesions of psoriasis — 
Altogether, 50 animals or 100 
cheek pouches were used and 164 specimens were aa 


` 
oa 
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by normal cellular characteristics with routine 
stains upon microscopic examination of the biopsy 


specimens. 
was made by microscopic evaluation, since a 
foreign body type of granuloma often developed 
around the transplant, which was grossly similar. 
in appearance to a take. In many transplants 
which did not survive, the heterograft reaction 
and abscess formation occurred, sometimes within 
four days. In transplants which survived for two 


m 


In all cases the final determination 
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Fig. 1—Gross view of the cheek pouch showing 
two transplants at 14 days; X 4. 


weeks or longer, a granulomatous reaction often 
occurred with innumerable macrophages and many 
giant cells. 


Results 


Autologous Skin.—Of the seven implants 
made in cortisone-treated hamsters, six sur- 
vived, two until 120 days. Of the 10 trans- 
plants in the control animals, all were 
judged viable, two at 120 days. The trans- 
plants characteristically formed epithelial 


Fig. 2—Homologous 
transplant at seven days; 
no cortisone; showing a 
large cyst and hair folli- 


cles; X 100. 


Resnick et al. 


cysts surrounding keratin, inflammatory 
cells, epithelial detritus, and frequently 
hairs. Active hair follicles and sebaceous 
glands were usually present within the cyst 
wall. 

Homologous Skin.—In the cortisone 
treated animals, four biopsy specimens were 
examined microscopically. All were judged 
viable, the oldest being 120 days. In the 
control series, eight were examined micro- 
scopically and seven were deemed to be 
viable, including three at 120 days. 

Histologically, these transplants were in- 
distinguishable from the autologous ones. 

Normal Human Skin.—Three of the 11 
transplants examined in the cortisone series 
were judged viable, including one at 28 
days. In the control series, five of the 11 
biopsies were considered viable. The oldest 
was taken at 14 days. The transplants ordi- 
narily formed epithelial cysts around the 
dead keratinized portion of the implants. 
Often, retained nuclei were seen in the cyst 
contents, suggesting abnormal keratiniza- 
tion. In young transplants, the epithelium 
was frequently found incompletely sur- 
rounding cast off material, while in older 
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transplants the cysts were complete and 
thin walled. A clearly defined basal- and 
granular-cell layer was always found. Ec- 
crine sweat glands were noted in several, 
and sebaceous glands and hair follicles in 
one transplant. The dermis ordinarily de- 
generated and became hyalinized. The ex- 
pected inflammatory response of the pouch 
‘connective tissue to the presence of the live 
transplant was surprisingly infrequent in 
both the cortisone- and noncortisone-treated 
animals. In most of the cortisone-treated 
animals it was completely lacking. 


ER 
K 


Psoriasis —Seventeen biopsies were ex- 
amined microscopically in the cortisone se- 
ries, and ten were judged to be living. Two 
were still viable at 28 days. In the control 
series, 19 specimens were examined and 
eight were viable, including one at 28 days. 
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Rb Characteristically, the implants formed thin- 
be walled epithelial cysts; and neither by the 
a contents of the cysts, by the character of 
bee the epithelial cells lining the walls, nor by 
f the reaction surrounding it, could these 
3 transplants be distinguished from implants 
4 made from normal skin. The presence or 
RS absence of cortisone also was without effect 
gy on the character of the cyst, on the number 
v4, 
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Fig. 3.—Normal skin at 
seven days; no cortisone; 
a viable transplant is seen 
in the upper part of the 
picture; X 100. 


of transplants surviving, or on the length of 
survival. 

Lichen Planus.—Seven specimens were 
biopsied in the cortisone-treated animals. 
Three of these were viable, the oldest at 
14 days. Nine implants were available for 
microscopic evaluation in the control series 
and three were judged to be living at seven 
days. The implants again formed epithelial 
cysts similar to those previously described. 


Comment 


In contrast with previously published 
studies in heterotransplantation,’* 1° suc- 
cessful transplant of human skin were made 
into the hamster cheek pouch with survival 
up to 28 days without treatment of the ani- 
mal with cortisone. The explanation for 
this variance may be due to the difference 
in the tissues used. The previously cited 
studies were mainly concerned with the 
problem of reliable propagation for serial 
subtransplantation of tumors useful in can- 
cer research. Our aim was merely to main- 
tain a viable transplant of normal or 
diseased skin, not neoplasms. No attempt 
was made to obtain transplants which in- 
creased in size sufficiently to allow for serial 


Vol. 81, Mar., 1960 








PR ae ER TAAN CN i NED aa a Ee A eee? en a Ok EEG a A aE ada G Tr yE EEPE APNE EA Tie CE 
ww 1 : t Da, <7 i ~ A < E - E S > 


° 
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Fig. 4.—Psoriatic skin 
at 14 days; no cortisone; 
viable epithelial cells are 


seen; X 100. 





subtransplants of large amounts of tissue, of transplants is not possible without corti- 
and none of our transplants behaved in sone.” 

such a proliferative manner. Our results, Cyst formation was characteristic of all 
however, differed from those of some work- the transplants studied. This phenomenon 


ers who have reported that even survival has been noted before '®' and is the ex- 


Fig. 5.—Normal skin at 
28 days; cortisone treat- 
ed; an intact epithelial 
cyst is present, X 100. 
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Transplants, Series, Biopsy, Biopsy, | 
No. No. No. No. Survival, % — 
= Autologous OT 7 0 6 1 86 
O Hamster Skin NC 10 0 10 0 100 j 
ms ‘Homologous C 8 4 4 0 100 = 
ao Hamster Skin NC 9 1 7 1 87 Ts 
‘a Normal c 16 6 3 7 33 en 
PSS.. Human Skin NC 19 8 5 6 i5. ee 
Psoriasis c 31 14 10 7 59 
l NC 39 20 9 10 ‘ 47 
E e 
l Lichen Planus Cc 12 5 3 4 43 
Sis. NC 13 4 3 6 33 
wh __*C, Cortisone treated animals; NC, Control group without cortisone. 
cate : 5 









pae.. pected behavior for epithelium in a foreign melanoma survived for 28 days without — 
2 fis. environment. cortisone. BA ae 
ERT y = The third column of the Table, “Number There was no significant difference in the 
“ae = Lost to Series,” needs further elucidation. percentage or time of survival of trans- — 
4 E e The figures represent transplants lost to plants from the patients with normal a 

Ee the study as follows: (aì) most frequently psoriasis, or lichen planus (see Tables 
= from death of the animal involved, (b) es- and 2). No difference could be noted gross- 
i -cape of the animal, and (c) transplants ly or microscopically; the transplants 
S -which disappeared during the course of the formed cysts which were indistinguishable 
experiment. one from another. Skin from lesions of 


Some of the lost transplants slipped out psoriasis and lichen planus, when implanted 


Sk 


p*r 
E 


_ of the pouch connective tissues through the into the cheek pouch, behaves and looks the ? 


ee Ss asa 


ah Ly 3 is 
a 5 entering incision before it healed, while same as skin from normal controls. i a 
ee ASME 
=~ — Others were absorbed in the intervals be- CES 
tween biopsies. -Summary and Conclusions wwii 
| Sega i a 
ay Since it was not known initially what 1. Fragments of human skin biopsied a 
Se _ type of skin diseases might best be studied from normal subjects serving as controls, — tet 


Keel 


a sy by this method, biopsy materials were im- from patients with lesions of psoriasis, — 
Be planted from patients with molluscum con- and from those with lichen planus were — 
<  tagiosum, urticaria pigmentosa, verruca transplanted into the cheek pouch of ‘ae X 
_ vulgaris, malignant melanoma, and cork (as Golden hamster. The transplants survived 
E a foreign body). The responses were sim- for periods up to 28 days. Proliferative 
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in. ilar to those previously described, but the growth did not occur. at 
Be number of animals was not sufficient to 2. Systemic cortisone was not necessary 
= permit definite conclusions. The malignant for the survival of heterotransplanted skin s 
= 

anon 

doe ae 
ae TABLE 2—Survival Data of Cortisone and Noncortisone Treated Animals Combined ey 
tee a4 g 
ae Tissue Transplants, No, Lost to Series, No. Alive at Biopsy, No. Dead at Biopsy, No. Survival, % so 
n E Di Ti PAR A 
~~ Autologous re | 0 16 1 94 im Lea tie 
© Homologous 17 5 11 1 INT 2S. 
~ ' Normal 35 14 8 13 i 
~ Psoriasis 70 34 19 17 53 Ei 
= Lichen Planus 25 9 i 6 10 37 i : 
A pan l iN t ms 
G: pai ‘2 R . f A 
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into th SEAN pouch of the Golden ham- 
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ame 
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x s a y yst formation was characteristic aa 
all tl 
the implants studied. 
No difference could be determined 
ae grossly or microscopically among 
sf ransplants made from normal skin or from 


ao 

i S aA of psoriasis or lichen planus. 

Stanford University Hospitals, Clay and Web- 
er Sts. (15). 
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The original reports of impetigo herpet- 

$. “iformis (Hebra)* in 1872, acrodermatitis 

aa = continua (Hallopeau)? in 1890, and psoriasis 
i - pustulosa (Zumbusch) in 1910 were fol- 
S A is lowed by a number of articles and case re- 
og _ ports, the main purpose of which was either 
Ms, OS to regard them as distinct entities or to 
a group them on the basis of certain common 
clinical findings. This has led to consider- 


E 


RT able confusion and misunderstanding. 
Bee: ‘In: Table 1 we have presented schemati- 
% cally these attempts as based upon a review 
a i) ot the literature. 
<; We wish to report in detail a case, recently 
| Se K observed on the Dermatology Service of 


Eo = Submitted for publication May 21, 1959. 

Ry a _ From the Department of Dermatology, Harvard 
tas “Medical School, and Massachusetts General Hos- 
ae pital (Dr. Tolman, Acting Chairman). 
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the Massachusetts General Hospital, which 
during its course manifested characteristics 
found in or ascribed to these three condi- 
tions. A 


Report of a Case Xai 
A 29-year-old white married woman was oe 
mitted to the Dermatology Service because Re. tis 
dermatitis present since 1953. 

The onset of her dermatitis was in Fe 
1953, while on her honeymoon, at which time she 
developed an erythematous, moist, patchy x ptic 
involving the umbilicus, groins, and adjacent ghs 
She was treated by her family physician fics 
















nant. Four months later (May, 1953) she cue Hek A 4 
right index finger, resulting in an infection. Tbe 
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a RES, TABLE 1.—Primary Pustular Eruptions * iy 
FE siid eo eee” wo 
JK $ y . 
a Impetigo Herpetiformis | : 
Be Hebra (1872) ae 
a Kaposi (1887) | i et 
ey A. Strandberg (1925) Tommasoli (1898) . oL 
0 i Dore (1928) Strandberg (1925) i 
ne an ý ei Von a ynski (1928) 3 
at 7 F = 
res” Acrodermatitis Continua Strandberg (1925) Psoriasis Pustulosa 
aie Hallopeau (1890-1898) Bernhardt (1936) Zumbusch (1910) 
‘ae Schaefer (1921) 
Ba Ebert (1933) 
~; _ 3 Types (Audry, 1901) Barber (1930) 3 Types (Barbier, 1930) 
Meg |: | | | 
s Generalized “Ordinary” Localized Mild Abortive Localized Generalized 
IO -M. Nepveu (1886) Hallopeau (1898) Hallopeau (1898) Palms and Soles 
_.. Hallopeau & Freche (1892) . 
Stowers (1896) 
Sutton (1911) Dore (1928) Everall (1957) 
Barber & Eyre (1927)-> Ingram (1958) | Ingram (1958) 
Barber (1930) 


Dermatitis Repens 


Crocker (1888) 
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Chronic Pustular Eruptions of Hands and Feet > 


Dore, acrodermatitis perstans (1928) aE & k: tpai a, SMB 
Andrews, pustularbacterids of hands and feet (1935) — — — 4 
Sachs et al., acrodermatitis pustulosa perstans (1947) 2 Pay ues 
Everall, intractable pustular eruptions of hands and = 


feet (1957) Pa Raat 
rs Ingram, pustular psoriasis (1958) AS “a 
) : iù 
NA schematic STEARNS based upon analysis of PAPPOR to date. | ; 4% i Sai 
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PUSTULAR PSORIASIS 


‘spread to other areas, and within several weeks 
involved all fingers and toes, especially the distal 
phalanges and the nail beds. The eruption was 
erythematous, pustular, and crusted. She consulted 
a dermatologist, who diagnosed the condition as 
psoriasis. Some time later she gave birth to a 
normal healthy child. 

Her dermatitis remained relatively quiescent un- 
til the summer of 1956, when she became pregnant 
a second time, and the eruption again disseminated 
to involve arms, legs, and scalp. She consulted 
several physicians, but treatment was without bene- 
fit. She again delivered a normal male child, and 
the dermatitis became quiescent. 

In January, 1957, she was seen at another hos- 
pital, and was told she had psoriasis and arthritis 
of the hands. In February, 1957, during a visit 
with her sister in a neighboring city, she became 
very ill with a temperature of 103 F. She was ad- 
mitted to a hospital under the care of a derma- 
tologist, whose diagnosis was “acute psoriasis, 
erythema multiforme, and a superimposed pyo- 
derma.” She remained in the hospital for three 
weeks. The condition subsided, and she was dis- 
charged with a residual dermatitis of hands and 
feet. 

The dermatitis again remained relatively quies- 
cent until August, 1958, when, in the second month 
of her third pregnancy, she again suffered a gen- 
eralized flare. She was treated by a dermatologist 
with ointments, Grenz rays, and triamcinolone 
orally; however, she became worse, and was re- 
admitted to a hospital with fever, widespread 
pustulation, and axillary lymphadenitis, During 
this hospital stay she developed a pneumonitis, 
which was treated with antibiotics, After 25 days 
of hospitalization, she was discharged with “some 
dryness and redness of trunk and the usual chronic 





-Tolman—M oschella 


psoriatic changes about terminal phalanges of 
hands and feet.” 

On November 7, 1958, she presented herself at 
the Massachusetts Generale Hospital Outpatient 
Clinic, where she was thought to have psoriasis, 
and was admitted to the hospital. 

The past medical history revealed all the ordi- 
nary childhood diseases, an appendectomy at age 
15, and infectious mononucleosis at age 18. The 
family history reveals that her mother and sister 
have psoriasis. These diagnoses were confirmed by 
a dermatologist. 7 

The physical examination on admission was un- 
remarkable except for the skin, fusiform swelling 
of the proximal interphalangeal joints of the hands, 
and a palpable, smooth, and tender spleen. She was 
also four months pregnant. Examination of the 
skin revealed erythematous plaques, covered with 
a yellow-green crusted exudate, involving the 
hands, feet, and scalp. The admission laboratory 
studies (chest x-ray, complete hemogram, urinaly- 
sis) were all within normal limits. 

On the second day of hospitalization she com- 
plained of hot flashes, chilliness, and a severe 
burning sensation of the skin. Within a few hours 
there appeared a generalized scaling erythroderma 
with many superficial pustules on the arms and 
legs. She was afebrile, weak, tired, and nauseated. 
With bland local therapy, the dermatitis began to 
subside. However, two days later, the temperature 
rose to 103 F, and she developed multiple, diffuse, 
symmetrically-distributed erythematous patches 
with superficial pustules. A white blood count was 
16,000, with a predominant polymorphonuclear re- 
sponse. The corrected sedimentation rate was 0.83 
mm. per minute. Several blood cultures were nega- 
tive. The initial cultures of the pustules revealed 
no growth; however, subsequent cultures of older 


Fig. 1—The hands on 
admission to hospital. 
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Fig. 2—Typical pustules at height of flare. 


lesions yielded Staphylococcus aureus. Two lupus 
erythematosus cell preparations (heparinized meth- 
od) were negative. The total protein was 5.9 gm. 
Jo (3.7 gm. % albumin and 2.2 em. % globulin). 
The hemoglobin was 12.0 gm. The reticulocyte 
count was 3.7. The bilirubin direct and indirect 
were normal. The urobilinogen was 3 Ehrlich units, 
The Coombs test was negative. The stools were 
guaiac negative. The calcium (EDTA) 
10.0 to 9.6 grams. The Hinton 
negative. X-ray examination of the hands revealed 


serum 
was blood was 
osteoporosis of the heads of the proximal and 
middle phalanges, plus changes suggestive of early 
bone resorption around the distal interphalangeal 
joints. A biopsy of the skin revealed intraepidermal 
pustules associated with spongiosis. 

She was treated with Achromycin, 250 mg. every 
6 hours. Within 24 hours she was afebrile, and 
most of the pustular lesions were crusted. How- 
ever, If one removed the crusts, tiny “lakes of 
pus” were uncovered. Forty-eight hours after the 
onset of this episode, there were no visible pus- 
tules. The skin showed only a residual scaling and 
erythema. During the remaining 25 days of hos- 
pitalization there were three more of these epi- 
sodes, but of a milder degree. Antibiotics were 
trial of 
therapy with sulfapyridine yielded no beneficial 


not used in the subsequent attacks. A 


results. At the time of discharge from the hos- 
pital she showed only psoriatic lesions of the hands 
and feet. 

On January 9, 1959, she was readmitted because 
of an exacerbation involving the legs, arms, and 
trunk. She afebrile. Treatment 
bed rest and bland local therapy. At the end of 


was consisted of 
ten days she was much improved, and was dis- 
charged from the hospital. 

Her dermatitis subsequently remained relatively 
quiescent, except for several minor flares which 
1959, she 


gave birth to a normal baby girl. One week prior 


subsided without therapy. On April 5, 


to delivery she experienced a bad flare-up, which 
subsided within 24 hours after delivery. At the 
present time the eruption is again inactive. 
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Fig. 3—Typical clusters of pustules on torso. 


Comment 


We believe that the case herein reported 
is one of pustular psoriasis (Zumbusch). 
The familial history of psoriasis, the exist- 
ence of a “chronic” psoriasis in the patient, 
the erythrodermic phase associated with 
each flare, the cyclic and complete clearing 
of this disseminated phase, the relative ab- 
sence of a mutilatory arthritis is in keeping 
with this diagnosis. Table 2 is a schematic 
outline of the differential diagnosis of 
impetigo herpetiformis, acrodermatitis con- 
tinua, and psoriasis pustulosa. 


Fig. 4——Hand in quiescent phase. 
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S T bs vith our a indicates ities the acute Berara reactive pistlar fer 
i e need of continuous observation and ade- phase takes on the more characteristic feai + 
qu te follow-up in order to determine most tures of chronic psoriasis. This has ‘also. N 
k: accurately the category to which a case of been the experience of previous observers. ~ : 
uf this type is best assigned. It is the acute It is our opinion that these three condi- — Pie 
disseminated phase of these entities which tions, even though they seem to have certain 
ne given rise to the various, and ‘possibly similarities in both their clinical and histo 
es confusing, diagnostic impressions and in- logical pictures, should be regarded — as a 
-_terpretations. Continuous observation of the distinct entities. We further believe that y 
tient “reveals that, as the condition sub- such an opinion would tend for a more es 
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ea IR Impetigo Herpetiformis Acrodermatitis Continua Psoriasis Pustulosa S 
Set aA Te 
= Age-Sex Originally, in pregnant or Adults-both sexes Usually adults, occasionally — e 
ore i puerperal women À children—both sexes Y 
ron ni Later, in men, older women, ® ga!’ 
Re Nin and children : E PE 
a Distribution Begins in groin, inner surface Begins as digital infection; may Extensor surfaces of mE P: Peat oy 
wt of thighs, and other flexure remain localized or successively palms, soles, scalp, nails, breasts, Sis 
q ca ae areas; extends over trunk involve other extremities and genitalia i Feel a: Fa 
a me ra and extremities; mucous Rarely becomes generslized; Lesions are bilateral and sym- rae “ 
Ai. TAS membranes frequently in- scalp and mucous membranes metrical; may become = — EK $ 
5 s volved may be involved generalized; mucous membranes ae 
S sa not involved tf ore le 
Soe A y 
OR - Characteristics of Primary lesion is sterile Primary lesion is sterile pus- Subacute and acute APE Dalas 
2 Lesions Ta pustule tule psoriatic plaques have aphenerat i “a 
ae Pustules in groups or - rings Lesions coalesce to form patches Pustules and inflammatory = 
|e a E aa DON i with peripheral spread; containing ‘‘lakes of pus’’; areola; majority of pustules 
P a bor. D lesions heal with reddish- each plaque has undermined pinhead size, some “‘intra- — 
te i brown pigmentation margin with upturned epidermal lakes of pus” ; 
bE iy a collaret of scale Acute phase: erythematous uae 
SS een edematous patches with re- — 
Ee ay current crops of ephemeral — 
a i ae e pustules may appear in non- 
psoriatic sites oe 
Quiescent phase: resistant > 
psoriatic plaques; pustular reac- Pee, . 
tion may precede exfoliative derm SUDA 
atitis; nails may be separated dis- a 
tally by moist keratin, and,in 
places, by small lakes of pus. 
TEE 
Itching inconsequential; chills, Lesions may burn, itch, or be Fever, malaise, chills; polyarthri- 3 SS 
fever, severe prostration painful. In disseminated tis may precede or accompany _ 
FA (Hypoparathyroidism) ** phase: prodromal malaise, eruption a 
ear 2 fever, chills, osteitis of 4 
is pain, <= phalanges with involvement 
ol či of interphalangeal joints 
be © Progn osis | Almost invariably fatal Localized type: intractable and Underlying psoriasis unaffected: ‘ ň 
A in E ; persistent; generalized type: good in “pustular exanthem’”’ 
ae ay. may periodically tomplicate phase, which may be recurrent 
A A: pT. ‘ P localized type, can terminate 
a ally 
Es ry Histology Intraepidermal vesicles filled Intraepidermal spongiform Intraepidermal spongiform 
Dia e n? , with eosinophils pustule of Kogoj; late stage, pustule of Kogoj 
7 r A atrophy of epidermis and 
At. fibrosis of corium . 
Symptomatic (cases have been Symptomatic: sulfapyridine of Symptomatic; believe systemic = 
“ye reported as successfully > questionable value; systemie steroid therapy contraindicated 
DEOR treated by antibacterial steroid therapy may be detri- : E 


agents and hormones) ?* mental ** 
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pE | Summary and Conclusions 

ee A case of pustular psoriasis (Zumbusch) 


* is reported in detail. 

| A schematic review and analysis of the 
- literature is presented. 

The differential diagnosis of impetigo 
herpetiformis, acrodermatitis continua, and 
. ve psoriasis pustulosa is presented. 

=? E It is suggested that impetigo herpet- 
aa iforrnis, acrodermatitis continua, and psoria- 


ae “sis pustulosa should be regarded as distinct 
E - clinical entities. 
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Eo Introduction 


Many disease entities are known in which 
the body’s manner of handling amino acids 
In some of these entities, 
more than one amino acid is involved in the 
-deviation from normal, and usually a renal 
mechanism breakdown is of primary or sec- 


ondary importance in etiology or patho- 





genesis. In other diseases, one amino acid 
only is involved, and a specific defect at 
one of the steps in the chain of metabolic 
reactions that this amino acid usually goes 


through can be identified and incriminated 


etiologically. Both of these types of amino- 
acid-involving disorders can occur without 


skin changes and with skin changes. Thus, 


four groups of diseases may be demarcated 
from these considerations for our purely 
descriptive purposes, and these groups of 
diseases will be described now. 


Diseases With More Than One Amino 
Acid Involvement and Without Skin 


_ Changes.—In muscular dystrophy and myo- 
tonia dystrophica,* an increase in the num- 


ber of amino acids and certain related 
unidentified substances was found in the 


= urine by the use of paper chromatography. 
A similar increase in amino acids in the 

urine of normal siblings and maternal par- 
ents of muscular dystrophy patients ‘was 


discovered also, suggesting a possible in- 
herited metabolic abnormality in these dis- 


orders. 


-Hepatolenticular degeneration * (Wilson’s 


disease) is associated with increased amino- 


aciduria, while the amino acid concentration 
in the plasma is normal. This is believed 


- Submitted for publication Aug. 10, 1959. 
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related to a deficiency of ceruloplasmin, ten 
copper binding protein of plasma, which 
causes increased absorption of copper and 
increased retention of copper in body tis- 5. pee 
sues, with resultant kidney changes g : 
amino-aciduria. a we 4 

Fanconi’s syndrome of rickets, ty 
phosphatemia, chronic metabolic acidos | 
glycosuria, and generalized aminoaciduria e 
occurs without familial incidence and appar- 
ently in nonhereditary fashion. There isa a 
functional defect in the renal tubules of A a 
unknown etiology. The same syndrome can 
be seen in heavy metal toxicity. | . 

Lignac Fanconi* syndrome or E ; 
sis, however, is hereditary in nature with 
onset in infancy. Here, also, there is a SA 4 
generalized defect of renal tubular reab- =- 
sorption, with plasma amino acids normal, -` 
and with the pathologic processes described 
for Fanconi syndrome, and dwarfism. In =- 
addition there is an abnormality of cystine 
metabolism, with deposition of cystine in 
the tissues, including the kidneys, and cys- 
tine crystals in the cornea. Thus, all these — 
changes could be the result of an enzymatic = 
defect at one of the steps in the normal PA 
chain of metabolic reactions of cystine. 

Avitaminosis C and D in infants has 
been reported to cause generalized renal 
amino-aciduria.* 

Based on observations on three children, 
Lowe and co-workers described a clinical 
entity due either to an inborn error of me- 
tabolism or to impairment of renal function. 
These children displayed organic aciduria, 
decreased renal ammonia production, bone 
disease, hydrophthalmus, and mental re- 
tardation.* 

In a clinic for brain-damaged children, 
Thelander and Imagawa® found seven chil- 
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aa HEA AER with -Afidrnielitiad: ed eyes or- _sur~ s Ra the same year, R. G. Westall 1? iso- 


AR: rounding tissues, giving some of them a lated arginine succinic acid in large amounts 


= marked resemblance to each other and with from the urine of these children. He as- 
E: antal retardation and amino-aciduria. sumed that the enzyme that normally moni- 
OM  Jackson® described one child with mul- tors the conversion of arginine succinic acid 


i P pi biochemical abnormalities, including tO urea was congenitally absent here and — 
hypophosphatemia, acidosis, increased blood that this defect was basically related to the 
= urea and glucose, and amino-aciduria. Clin- etiology of the disease. 
ja ~ ically, the child had unexplained diarrhea Galactosemia ™ is now well established 


= and arrest of growth for more than a year. asa specific inherited inborn sa aha of RESI 2 
paee > tabolism. One of the enzymes involved in | 


the metabolism of galactose is congenitally 
absent. As a result galactose phosphate can 
accumulates in the tissues and partially 


inhibits carbohydrate metabolism. The e on- coia 


=>- Maple syrup urine disease?’ is a fatal 
© disorder of infancy, the longest survival 
© recorded being 20 months. It is character- 

ized by mental deficiency and a maple-syrup 


odor to the urine. The metabolism of the 
i set of symptoms is early in life, with vomit- 


branched-chain amino acids, leucine, iso- 
A ; ; ait ing, jaundice, loss of weight, and swelling — 
leucine, and valine, seems defective, and A 


oes these acids are found in excess amounts in of abdomen, hepatosplenomegaly, ascites, A dh 
aa , ; cataracts, and retarded mental development 
~. urine, blood, and cerebrospinal fluid. The . ; o ee $ 
aa in varying degrees in different sufferers. 
- smell of the urine seems due to the a-hy- r 
Saa i Some of the relatives of patients may have — 
~- droxy acids that correspond to valine, S ; SES. 
rA ; ; only an impaired tolerance for milk, and/or- 
= leucine, and isoleucine. E T FA 
an abnormal galactose tolerance test. = 
Tyrosinosis 1*15 is a specific disorder of 
phenylalanine metabolism found in prema- | 
ture infants on high cow’s milk protein - 





= Cystinuria is one of the most frequent 
= metabolic disorders encountered and occurs 
in between 1 to 600 and 1 to 250 persons. 
= Affected persons have elevated renal clear- 


g 


j Ki i ; ry _ diets. This defect is corrected by adonitey = 
Bas! » - jie of cystine, arginine, lysine, and orni- istration of vitamin C, or substitution of — 
enc thine. Plasma levels of these amino acids human milk for cow’s milk in the diet. The 
aa oe normal. Genetically, Wis 1s an mcom= “clinical manifestations consist of abnormal _ 
a Beret. Tecessive disturbance.’ Formerly, it  imetabolites from the intermediary metabo- f 
= was thought that the metabolic defect wasa lism of phenylalanine found in the urine. i 
E specific one involving the transformation Diswdcas “wih ores thin Ged Amin EE 
Eo 1 of methionine to cystine.” Acid Involvement and with Skin C hanges. 
as = Some of the disorders described above The skin may be involved in patients in 


= may permit reclassifying to the group of whom amino acid metabolism seems de- 
= specific amino-acid metabolism defects with- ranged but where a specific defect has not 
= out skin involvement that now follows, with been demonstrated. 4 
a advent of new knowledge. In progeria, the clinical appearance is / 
Beir Diseases With One Amino Acid Specific characteristic of the disease. There is 
~ Metabolic Defect Involvement and With- dwarfism, alopecia, totalis, bad teeth, bird- 
=. out Skin Changes.—In two of four children like facies, and skin atrophy. Steinberg 
= in one family, Allan, Cusworth, Dent, and and his associates! described a five-and- 
Wilson ™! found severe mental deficiency one-half-year-old boy with typical progeria 
‘ares and a constant gross abnormality of amino that had blood amino acid levels below nor- DA 
= acid metabolism, with an unknown amino mal, with amino acid excretion in urine a 
acid appearing in the urine, plasma, and greater than normal. The pattern of amino- 
cerebrospinal fluid—higher concentrations aciduria was not constant. Also, abnormally 
being found in the cerebrospinal fluid than high values for protein-bound iodine in the _ ‘ 
in the plasma. N blood were found. 
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ia 1956, a new dicordee H ‘uel: or. 
< Hartnup disease," was described, affecting 


four of eight children of a first-cousin | 


“marriage. These children developed rough- 
ened, red skin on moderate exposure to 
s -sunlight and a pellagra-like rash with in- 
i _ creased exposure. Temporary ataxia and 
-constant renal amino-aciduria were present 
also. The finding of large amounts of 
Si T aai acid and indican in the urine 
_ suggested an abnormality of nicotinic acid 
utilization. 
iseases with One Amino Acid Specific 
~ Metabolic Defect Involvement, and with 
| Skin: -Changes.—Specific defects in the in- 
= termediary metabolism of phenylalanine 
have been implicated etiologically in some 
-diseases with skin findings. 

In albinism, the number of melanocytes 
in the skin is not diminished. Apparently 
the defect is a genetically determined in- 
ability to convert tyrosine to melanin.1® 

= Alkaptonuria is a systemic disease with 
recessive Mendelian characteristics. Homo- 
gentisic acid oxidase is lacking here, so that 
the specific reaction in phenylalanine metab- 
o olism this enzyme catalyzes does not occur. 
Hence, homogentisic acid appears in the 
K irine—causing it to darken on standing. 
- Abnormal pigmentation and nodules occur 
inthe skin.” 


De 


a ‘Phenylpyruvic oligophrenia also involves 


Can inherited metabolic defect—the inability 
Py of the tissues to hydroxylate phenylalanine 
to tyrosine in the usual manner. Phenyl- 
pyruvic acid, an abnormal metabolite, is 
excreted in the urine and causes the urine 
to develop a deep green color on addition 
of a few drops of ferric chloride solution. 
Light complexion, with thin skin, blue eyes; 
and blond hair, predominate in these pa- 
tients and is believed due to some interfer- 





-ence of melanin formation. Severe eczema 


has been reported and decreased sun toler- 
_ ance, also, in this disorder. However, a 
recent publication does not confirm the pre- 
‘vious findings relative to decreased sun 
tolerance and tanning ability. 
Recently a group of Japanese investiga- 
tors *! have presented evidence that some 
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i diseases are niai etiologically tou 
a defect in phenylalanine metabolism. They 
isolated an abnormal metabolite of- phenyl- 
alanine and tyrosine, dihydroxyphenylpyru- 
vic acid, 
chronic discoid lupus erythematosus, dis- 
seminated lupus erythematosus, diffuse 
scleroderma, 
nodosa, acrosclerosis, 
thritis. 

In addition, coincident with feeding. 2 
gm. of L-tyrosine to two patients with der- 


and rheumatoid aga 


matomyositis, one with subacute lupus ery- 


thematosus, with Weber-Christian 


one 


in the urine of patients with 


dermatomyositis paiana ad Pa 
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disease, and one with diffuse scleroderma, 


they observed marked exacerbation of the 
diseases in four of these five. As controls, 
patients with erythema multiforme, contact 
dermatitis, and psoriasis showed no change 
in their clinical condition on similar feed- 
ing. Since the average American urban- 
dweller diet has been calculated to contain 
4.3 gm. of L-tyrosine and 5.1 gm. of- 
L-phenylalanine per day,” and the average 
Japanese diet should not vary from this too 


markedly, it is of interest that 2 gm. of 


L-tyrosine should be thought capable of 
causing the described changes. 


Tryptophan, another essential amino acid 


containing the phenyl ring, yields nicotinic 


acid in human metabolism and is also the 


precursor of serotonin. Price and co- 
authors investigated urinary metabolites of 
tryptophan in normal controls and in three 
patients with scleroderma (acrosclerosis ).24 


Feeding of 2 gm. of L-tryptophan resulted — 


in a marked deviation from the normal pat- 
tern of urinary tryptophan metabolites in 


the scleroderma patients but not in the 
Prior to this feeding, the excre- 
tion patterns were essentially the same in 


controls. 


patients and controls. No changes were 
described in clinical status of the patients 
coincident with the experiment. The aver- 
age American urban-dweller diet according 
to Block”? contains 1.2 gm. of L-trypto- 
phan. 

Amino Acids Found in Skin.—In addi- 
tion to the systemic disorders described 
under the preceding four headings, there 
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are skin conditions in which changes occur 
in the amino acid composition of the skin 
itself. 
= Skin contains the same amino acids as 
other tissues but in lesser amounts except 
for glycine.” Nineteen of these have been 
found in skin, including the ten essential 
amino acids. 
The free amino acids on the skin surface, 
and the amino acid composition of corium, 
epidermis, stratum corneum, and whole 
skin have been investigated by several au- 
thors. Some of the surface free amino 
acids are the same as those of sweat but 
=~ others are not and must be related to the 
= keratinization process.2*1 
= The three layers of the skin, stratum 
ie corneum, epidermis, and corium, contain the 
Ye, same amino acids but with variation in rela- 
F, tive amounts, so that the epidermis is richer 
in some of them than the corium or stratum 
= corneuni, and these latter each have some 
-acids that they are richer in than the other 
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ee A -Īn disease states, the same amino acids 
f Pe are found in skin as occur in health but 
e = with quantitative variations from the nor- 
7 a y mal 

rin - Badinand and his associates ** investi- 
me tel normal skin, young scar, keloid, sar- 
E A coma, and epithelioma, and found the same 
E amino acids but in different relative quan- 
E e Sbe from these various sources. 

oe = Caccialanza and Gianotti** found de- 
aes ~ creased histidine in inflammatory lesions of 


Bree? skin (erythema, wheals, papules, etc.), and 
~ increased tyrosine in hyperpigmented skin. 
t Ea oe 


; a = Korting and Nitz-Litzow *° analyzed skin 
a for amino acids in forty dermatoses and 
~~ concluded that keratin has a different amino 
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i acid structure in different disorders. They 
found quantitative deviations from the nor- 
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Langhof and Muting 3537 described quan- 
titative deviations from the normal in amino 
acid content of skin in xeroderma pigmen- 
tosa, light-sensitive dermatoses, pellagra, - 
and albinism. Cystine, methionine, histi-- 
dine, arginine, lysine, tyrosine, and trypto- 
phan were involved. Pr 

Paschoud, Keller, and Schmidli** re- 
ported finding a constant percentage of free 
amino acids in scale from normal skin and 
very little variation from this value in 
scale from psoriasis (and some other der- 
matoses). They discovered a significant de- 
crease in dipeptidases in psoriatic skin, 
which they believed related to the disease 
process. However, other authors have 


- found amino acid changes in psoriasis. 


Wohnlich *® discovered cystine in the _ 
sweat in psoriatics, and not in normal agree x 


Lieflander and Tronnier *® found E 
significantly increased in psoriatic scale. 
Flesch *° described psoriatic scale as con- 


‘taining increased water-soluble protein, in- 


creased pentoses, and decreased free amino 
acids. E 

Lustig, Katchen, and Reiss * found quan- 
titative differences in amino acids from 
psoriatic scale compared to callous. +s 

Thus, a review of the literature shows 
that amino acids are involved in many sys- 
temic disease processes and also in various _ 
disorders limited to skin, or where at least — 
the skin presents most of the pattiology, aS Ti; 
in psoriasis. 

The 9 nonessential amino acids found dh 
skin, as well as epidermal cell proteins and“ i 
keratin, probably are synthesized from the | ey 
10 essential amino acids by epidermal ce ee 
It is conceivable, then, that some derange- ~ 
ment of the intermediate metabolism of one | g 
of the essential amino acids might be f late E 






eA; mal 
om Fig. 1—Pityriasis rubra pilaris. The dorsum of the fingers show follicular oper ngs oe 
Bat) plugged and distended by horny spines, some of which are hyperpigmented—the so called itt 
A” e nutmeg grater appearance. hen 2 ni 
eee Fig. 2.—Higher-power view of part of Figure 1. K ae fis 
Bere s il Fig. 3.—Psoriasis. Some lesions still discrete in an otherwise ees, eruptiony y Fo ec ee cae 
as Fig. 4—Higher-power view of part of Figure 3. Slightly elevated rounded lesions with | j 
RE typical mica-like scaling are sharply demarcated from clinically normal skin. The borders 4 j 
ie blend with the rest of the lesions, and while sharp, are not distinctive. sN 
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Kia pilaris, Tndeed, Lipnick and Levy,* 
on the basis of finding increased uptake and 
retention of S*® in patches of psoriasis 
[flowing oral administration of L-methio- 
nine 5 postulated a defective metabolism 
- of sulfur-containing compounds in psoria- 
pes sai 
In the systemic disorders reviewed above, 
where a specific defect in amino acid me- 
tabolism has been identified, the symptoms 
are related to an accumulation of the amino 
Shicid itself i in the tissues, or to an accumu- 
lation of some abnormal metabolite of the 
amino acid in the tissues. In these diseases, 
 inerdased intake of the amino acid involved 
-results i in exacerbation of the disease proc- 
: ess, and this will be discussed again shortly. 
On the basis of the preceding, it was de- 
‘cided to feed significant amounts of the 
-essential amino acids to patients with pso- 
; isis and pityriasis rubra pilaris to see 
whether increased clinical manifestations of 
"these diseases could be induced this way. 


_ At this point, the possibility of clinical 
_ improvement by fasting should be consid- 
ered. However, fasting does not decrease 

blood amino acids (and hence amino acids 
available to the tissues, including the skin) 
in a uniform manner. In fact, the blood 
re of leucine and valine were found in- 
creased following a 48-hour fast in six hu- 
man subjects.*3 Thus, fasting did not seem 

suitable tool for our investigation on 
theoretical grounds. 
-Tt is also true that there is not necessarily 

a direct relationship between ingestion of 
an amino acid and observable results related 
to the intermediary metabolism of this 
amino acid. 


Sheffner and Bergeim *t experimented 
with rats and the addition of methionine 
and phenylalanine to the diet. They found 
changes in the free amino acids in liver and 
muscle from such dietary manipulation, but 
these changes were not related to the amounts 
‘of the amino acid ingested. They concluded 
that single amino acid additions to the diet 
can influence the rate at which other amino 
acids are utilized by the tissues. 








Rowe 


AÀ > = 
2 





Elvehjem,* also working with rats, re- 


ported that the feeding of one amino acid ~ 


could bring about changes in the metabo- 


lism of other amino acids, and that there 


might even be a true metabolic antagonism 
between two amino acids. 

Nevertheless, there are many disorders — 
in which such a direct relationship between — 
clinical change and ingestion of a specific — 
amino acid has been established. 

In galactosemia,® ingestion of milk or 


order. 
In tyrosinosis,‘*?° cows’ milk in the diet 


causes increased urinary excretion of ab- 
normal metabolites of phenylalanine. 


Alcaptonuria has been produced experi- ae 
mentally in the rat by feeding of phenyl qs 


alanine and tyrosine.*® 


ah 


galactose causes exacerbation of the dis- z - ee 
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Phenylalanine dietary restriction has Danta S z i E 


shown of benefit in the early stages of Be 


33 
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phenylpyruvic oligophrenia.*? 


Additions of tyrosine to the diet in def a 


> 


= 


matomyositis, subacute lupus erythematosus, — a ; : 


Weber-Christian disease, and diffuse sclero- 
derma caused exacerbation of the disease 


processes according to a group of Japanese 


investigators.” Diets with added tyrosine 
or low in phenylalanine cause the hair to 


ea" 


darken in blond persons with phenylketo- — 


nuria. The hair lightens again when the 
diet changes are stopped.*° 


Increased abnormality of the pattern of kd 


amino acid excretion in the urine in sclero- 
derma has also been described following 
administration of tryptophan.** 

In view of these considerations, it was 
decided to observe the effect of the inges- 
tion of significant amounts of the essential 
amino acids in patients with psoriasis and 
pityriasis rybra pilaris. 


Experimental 


Since there is little evidence that diet can change 


the course of psoriasis, or pityriasis rubra pilaris, 


an amount of an amino acid to be significant would 
have to be considerably in excess of that found in 
the usual daily intake. Block ™® has prepared tables 
of the individual amino acid content in the average 
American urban-dweller daily diet. The ingestion 
of three times the amount of food in the average 


107/411 


ans zi WA 


SSS z 
Siyi rey 


a | 


— 





ry.) 
iat Palas 
2 a Pee 
ae 


TEN tdg! 
To ne ay BAe. 


-A me, Se 
4 Ira $ i 

aA ii 
-$ w, X 
ras” 4 a: E a 
x - 
‘om. 
es 


S. 


~ 


r Miz 
AE E 


dily diet Be many days is likely beyond the ex- 
perience of most psoriatics. Therefore, it was de- 
cided to permit the participants in this experiment 


E = to consume their usual amount of food daily, prob- 


ably containing the essential amino acids in the 
amounts suggested by Block, and to add to this 


E intake each of the essential amino acids in turn, 


= in amounts equal to twice the average daily value. 


= For example, Block’s table shows 3.9 gm. of 


= L-threonine in the average daily intake. It seemed 


likely then, that 10 gm. of t-threonine added daily 
to the diet would be significant, and since the DL 


form was most economical from our viewpoint, 20 


gm. of pi-threonine daily was decided on. 
a 5. A Experiments with radioactive amino acids indi- 
~ cated that following ingestion, these reached the 

_ skin in relatively low concentrations.®* However, 
E 3: -about 80% of such amino acids were found in skin 


= and muscle because of the total weight of these 
== organs, so that skin did play a significant role in 
= the ultimate fate of ingested amino acids. Also the 
labeled amino acids were detected in the skin with- 


in three days.” Radioactivity from L-methionine 


A S* was actually detected in psoriatic patches five 


: 4 hours after oral ingestion.“ Thus a 10-day trial- 


wy 


changes. 











— period would seem significant—probably many 
times longer than it should take the ingested 20 gm. 


E- of DL-threonine, for example, to reach the skin. 


The amounts of the amino acids used for 10 


~ — — days each were as follows: L-arginine hydrochlo- 


ride, 10 gm.; DL-isoleucine, 20 gm.; L-leucine, 15 
gm.; L-lysine, 10 gm.; DL-serine, 20 gm.; DL- 
threonine, 20 gm.; pL-methionine, 10 gm.; DL- 
phenylalanine, 20 gm.; DL-tryptophan, 10 gm.; 
= pL-valine, 20 gm. These were taken mixed with 
fruit juice and on a full stomach. Valine did 
seem to cause a lower bowel disturbance in most 
of the patients, but no disturbance was noted from 
the others. 
` Seven patients with psoriasis and two with 
pityriasis rubra pilaris were included in the ex- 
periment. All were adults with stable skin lesions 
of long duration not subject to rapid spontaneous 
Some patients displayed only a few 
lesions, and others had very little normal skin. 
The study was a double-blind one, in that the vari- 


ous amino acids were labeled by numbers and the 
= identity of these acids withheld from the investi- 


gator and the patients until the conclusion of the 
tests. 


Results 


None of the essential amino acids in the 


amounts and for the times used here caused 


a reproducible flare in psoriasis or pityria- 
sis rubra pilaris. 
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In two patients with potia isoleucine 
intake was associated with considerable im- 
provement on two separate occasions. l 3 E 

In two patients with psoriasis, and one Es 
with pityriasis rubra pilaris, serine intake a4 
was associated with considerable improves E 
ment on two separate occasions. 
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Goldberg *? reported lysine feeding to Pena: 
without effect on psoriasis, which concurs > 3 
with the findings here. Rothberg 52 oe : 
elevated arginase activity in psoriatic stale A 
yet arginine in this experiment did not af 
fect psoriasis. Lipnick and Levy ® believed — 
that a defect in methionine metabolism is P 
etiologically related to psoriasis, since they 
were able to demonstrate increased reten- S: 














psoriatics. On this basis methionine Should 3 
have caused increased signs or symptoms in 
psoriasis in this experiment, but it did not. 


For a disease as subject to suggestion as. of 
psoriasis, the improvement noted with iso- 
leucine and serine must be viewed with E: 
decided reservation. The effect of serine in- = 
pityriasis rubra pilaris must also be viewed - E 
critically, since there was a marked emo- — 
tional component in the eruption of both x 
patients involved here. y a 

The improvement with isoleucine sae x 
serine and the lack of a flare from methio- — 
nine are hard to explain. More prolonged — 
feeding of these three essential amino acids _ 
might yield additional information. ¥ 






Summary 


The literature is reviewed relative to — 
amino acids and disease processes in gen- — 
eral, and relative to amino acids in skin _ 
disorders. Essential amino acid feeding in _ 
amounts and for a time suggested by this 
review, did not cause a flare in psoriasis or 
pityriasis rubra pilaris. The recent work of r 
Lipnick and Levy ** would indicate that — 
methionine should have been effective in- 
flaring psoriasis. Perhaps more prolonged — 
feeding of this amino acid, and of isolde 
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and serir g which seemed to influence some 


ati ients with psoriasis beneficially, would 
2a informative. Prolonged feeding of serine 
in pityriasis rubra pilaris might also be 
Ww orth evaluating. 
| A knowledgement i is made of a grant from the 
er Foundation Hospitals, which furnished 
s for thé materials used in this investigation. 


Ss epartment of Dermatology, University of 
uthern California School of Medicine. 


oer 













Bros. 2 REFERENCES 
ay 
2 He Blahd, W. H.; Bloom, A., and Drell, W.: 
Si af alitative Study a Aino te cuas in Muscular 
ystrophy and Myotonia Dystrophica, Proc. Soc. 
sper. Biol. & Med. 90:704 (Dec.) 1955. 
$ re Mathews, W. B.; Milne, M. D., and Bell, M.: 
3 ] F etabolic Disorder in Hepato Centiogtar Degene- 
or Tation, Quart. J. Med. 21:425 (Oct.) 1952. 
Er }. Harrison, H. E., and Harrison, H. C.: Amino- 
duria in Relation to Deficiency Diseases and 
ey Function, J.A.M.A. 164:1571 (Aug.) 1957. 
Lowe, C. U.; Terry, M., and MacLachlan, 
A.: Organic ‘Acidusia: Derisa Renal Am- 
on duction. Hydrophthalmus, and Mental 
ey Re Pardation:- A Clinical Entity, A.M.A. Am. a: 
_ Dis. Child. 83:164 (Feb.) 1952. 
ESN HN Thelander, H. E., and Imagawa, R.: Amino- 
i \ciduria, Congenital Defects and Mental Retar- 
dation: A Preliminary Report, J. Pediat, 49:123 
(A ug.) 1956. 
F a 6. Jackson, D. C.: An Unusual Case of Amino- 
ASA ciduria with Other Biochemical Abnormalities, 
M _ Australia 43:256 ( Aug.) 1956. 
Be Mackenzie, D. Y., and Woolf, L. I.: Maple 
g Ee Disease, Brit. M.J. 1:90 (Jan.) 1959. 
= 8 . Dancis, J.; Levitz, M.; Miller, S., and West- 
G.: Maple Sorin Urine Disease, Brit. 
M F 1:91 (Jan.) 1959, 
par 9. Harris, H., and Robson, E. B.: Cystinuria, 
Am. J. Med. 22:774 (May) 1957. 
as 10. Weinberg, S. R., and Tabenkin, P. A.: Ob- 
_ servations on Therapy of Cystine Calculus Disease, 
AMAA, Arch. Int. Med. 90:880 (Dec.) 1952. 
Ber. Allan, J. D.; Cusworth, D. C.; Dent, C. E., 
< and Wilson, V. A Hereditary pii Char- 
acterized by Gross Abnormality of Amino-Acid 
"Metabolism, Lancet 1:182 (Jan.) 1958. 
; a p14  Westall, R.. G.: Arginosuccinic Aciduria : 









































all, 7 R 



















“Described Form of Mental Deficiency, Fourth 
Int. aries of Biochem, Vienna, 1958. Ab- 
“stracts of Communications Scotian 13-34, p. 168. 

OB Holzel, A.; Komrower, G. M., and Schwarz, 
ates fealseiosemia, Am. J. Med. 22:703 (May) 


+ er 
í 
pg S ae 
See Se, 
nae 
ape 


Se ee ee 
— j me K a age Ce: FA 2 ; 


P’ -d 
e 






> aS A. 
, ’ PF o 


14. Levine, S. Z.; Marples, E., and Éi e 
H. H.: A Defect in the Metabolism of Tyrosine 4 zs 
and Phenylalanine in Premature Infants: I. Identi- — E 
fication and Assay of Intermediary Products. Je. 
Clin. Invest. 20:199 (March) 1941. a ~~ 

15. Levine, S. Z.; Gordon, H. H., and Marples, — 
E.: A Defect in the Metabolism of Tyrosine pe E 
Phenylalanine in Premature Infants: II. Spontane- 
ous Occurrence and Eradication by Vitamin C, J. 
Clin. Invest. 20:209 (March) 1941. E 

16. Steinberg, A. H.; Szeinberg, A., and Cohen: = 
B-B- Amino-Aciduria and Hypermetibolishes in = 
Progeria, Arch. Dis. Childhood 32:401 (Oct.) sie a 

17. Baron, D. N.; Dent, C. E.; Harris, He: 
Hart, E. W., and Jepson, J. B.: Hereda A £ x 
Pellagra-like Skin Rash with Temporary Cere- — 
bellar Ataxia, Constant Renal Amino-Aciduria, and — st a 
Other Bizarre Biochemical Features, Lancet 2:421 
(Sept.) 1956. a 

18. Fitzpatrick, T. B., and Lerner, A. B.: Bio- — Ee. 
chemical Basis of Human Melanin Pigmentation, a i 
A.M.A. Arch. Dermat. & Syph. 69:133 ESA oma 
1954. e. 
19. Bluefarb, S. M.: Alkaptonuria and Octane ai 
sis, Quart. Bull. Northwestern Univ. M. = 
32:101 (Summer) 1958. 

20. Hassel, C. W., Jr., and Brunsting, L. A.: ih 
Phenylpyruvic Oligophrenia, A.M.A. Arch. Denak et 
79:383 (April) 1959. eu 

21. Nishimura, N.; Yasui, M.; Okamoto, H.; = 
Kanazawa, M.; Kotake, Y., and Shibata, Y.: E 
Intermediary Metabolism of Phenylalanine and- 2S8 
Tyrosine in Diffuse Collagen Diseases, A.M.A. 
Arch. Dermat. 77:255 (March). 1958. e. 

22. Block, R. J.: Amino Acid Handbook, Charles 
C Thomas, Publisher, Springfield, Ill. 1956, Pp. ek. 
171, 279. ar 

23. Udenfriend, S., and Titus, E.: The 5-Hy- 
droxyindole Pathway of Tryptophan Metabolism, — S 
in A Symposium on Amino Acid Metabolism, 
edited by W. D. McElroy and B. Glass, Baltimore, $ 
The Johns Hopkins Press, 1955, p. 945. B 

24. Price, J. M.; Brown, R. R.; Rukavina, J. G.; 
Mendelson, C., Ae Johnson, S. A. M.: Scleroderma 
(Acrosclerosis) : II. Tryptophan Metabolism Be- 
fore and During Treatment by Chelaton (EDTA), S 
J. Invest. Dermat. 29:289 (Oct.) 1957. 

25. Bocobo, D. L.; Skellinger, M.; Shaw, C. R, 
and Steele, B. F.: AnS Acid Composition of ee 
Some Human Tissues, Arch. Biochem. 40:448 — A 
(Oct.) 1952. i a 

26. Rothman, S.: Physiology and Biochemistry _ mea E 
of the Skin, Chicago, The University of Chicago 2a s 
Press, 1954, pp. 207, 343. 

27. Roberts, E., and Tishkoff, G. H.: Free er Se 
Amino Acids in Epidermis, Science 109:14 (Jan.) E 
1949, ae 




























































ee 
“od Ma) 


109/413 


-B.: Untersuchungen über 


- The Amino Acid Composition 





; TE 
Ș Sad 
=A ~ 
ee 
> k Pé Soa 
> oe sgu E 
K’ 


28, Caml E. V.: Epidermal A AEA 


_ Advances in Cancer Research, New York, Acad. 
- Press, 1953, pp. 57-101. 


29. Wohnlich, H.: Aminosaurennachweis im 
Schweiss mit Hilfe der Papierchromatographie, 
Dermat. Wschr. 126:945, 1952 and 128:973, 1953. 

30. Korting, G. W., and Nitz-Litzow, D.: Zur 


= Kenntnis der Aminosaurenabscheidung der Hauto- 
= berflache, Arch. Dermat. u. Syph. 194:405, 1952. 


31. Leonhardi, G.; Glasenapp, I. V., and Bruhl, 


_ G.: Die freien aminosauren der menschlichen haut, 


Hoppe Seyler’s. Ztschr. 292 (1-2) :89, 1953. 
32. Muting, D.; Langhof, H., and Wortmann, 
V.: Die Aminosaurenzusammensetzung gesunder 


-= menschlicher Haut, Zeit. fur Klin. Med, 152:495 


(Jan.) 1955. 

33. Badinand, A.; Coudert, J.; Gate, A., and 
Cajfinger, M.: Recherche des acids amines dans 
la peau normal et dans quelques unes de ses modi- 
fications pathologiques, Bull. Soc. chim. biol. 37: 
619, 1955. 


34. Caccialanza, P., and Gianotti, F.: Indagini 


- cromatografiche su idrolizzati di elementi infiam- 


matori cutanei (eritemi, pomfi, papule, noduli), 


=- Gior, italiano dermat. e sif. 95:201 (Jan.-Feb.) 
4 1953. 


35. Muting, D., and Langhof, H.: Uber die 


_ Aminosaurenzusammensetzung gesunder und kran- 
= ker menschlicher Haut, Klin. Wehnschr. 31:618 


(July) 1953. 
36. Langhof, H., and Muting, D.: Über Amino- 
saurenhaushalt und bal Therapie der Lichtderma- 


. tosen, Hautarzt. 6:27 (Jan.) 1955. 


37. Langhof, H.: Aminosaurebestimmung bei 
lichtdermatosen. Arch. Dermat. u. Syph. 200:86, 
1955. 

38. Paschoud, J. M.; Keller, W., and Schmidli, 
Peptidasen in der 
gesunden und der Befallenen Haut von Psoria- 
siskranken, Arch. klin. u exper. Dermat. 203: 


= 203 (July) 1956. 


39. Lieflander, M., and Tronnier, H.: Beitrag 


` zur Biochemie des Schwefels in der menschlichen 


Haut, Dermatologica 109:295 (Nov.) 1954. 

40. Flesch, P.: Chemical Data on Human Epi- 
dermal Keratinization and Differentiation, J. 
Invest. Dermat. 31:63 (July) 1958. 

41. Lusting, B.; Katchen, B., and Reiss, F.: 
of, the Horny 


~ 1044 





M. =e ARCE JIVE ES OF DE EF eM ATi OL OG) 2 

Sl i ve? ¥ 

Layer of the Human ‘Skin, tes hives Dermat, 
30:159 (March) 1958, 

42, Lipnik, M. J., and Levy, S. H.: Ata 
L-Methionine $35 Utilization in Psoriasis, J. x 
Invest. Dermat. 32:519 (April) 1959. og 

43. Charkey, L. W.; Kano, A. K., and Houg- — 
ham, D. F.: Effect of Fasting on Blood Non- — 
protein Amino Acids in Humans, J. Nutrition — 
55:469 (March) 1955. . 

44. Sheffner, A. L., and Pe es O.: Thei 
Effect of Peptone and Amino Acid Ingestion upon e 
the Concentrations of Tissue Amino Acids, Arch. 4 
Biochem. 49:327 (April) 1954. 

45. Elvehjem, C. A.: The Effects of Amino 4 
Acid Imbalance on Maintenance and Growth: © 
Some Aspects of Amino Acid Supplementation, E 
edited by W. H. Cole, New Brunswick, N.J., — 
Rutgers University Press, 1956, pp. 22-29. es “oi 

46. Wu, H. C., and Lewis, H. B.: The Relation 
Between the Nature of Dietary Protein and the 
Production of Experimental Alcaptonuria in the L 
Rat, J. Nutrition 60:437 (Nov.) 1956. ES 

47. Armstrong, M. D.; Low, N. L., and Bosnia 7 
J. F.: Further Observations on the Effect of 
Phenylalanine Restricted Diet on Patients with — 
Phenylketonuria, Am. J. Clin. Nutrition 5:543 — 
(Sept.-Oct.) 1957. ae 

48. Schoenheimer, R., and Ratner, S.: The Me- 
tabolism of Proteins and Amino Acids, Ann. Rev. + 
Biochem. 10:197, 1941. 

49. Tarver, H.: Metabolism of Amino Acids PA 
and Proteins in the Amino Acids and Proteins, 4 
edited by D. M. Greenberg, Springfield, Ill., Charles 
C Thomas, Publishers, 1951, p. 851, Table XIX. 

50. Schoenheimer, R., and Rittenberg, D.: The 
Study of Intermediary Metabolism of Animals 
with the Aid of Isotopes, Physiol. Rev. 20 218 
(April) 1940. 

51. Goldberg, L. C.: Treatment of Psoriasis 
with Lysine, J. Invest. Dermat. 30:221 (March) © 
1958. 

52. Rothberg, S.: Possible Significance of Ele- 
vated Arginase Activity in Psoriasis Scale, Ann. 
New York Acad. Sc. 73:1004 (Nov.) 1958. 

53. Lipnick, M. J., and Levy, S. H.: mee 
Epidermal Utilization and Storage of S®* 
Psoriasis, A.M.A. Arch. Dermat. 80:36 Cy) 
1959. 















A 
> 


‘ 
i+ “ > + 
i tobe Lais ait eee Mik’ tis Pid R 


By 


2 

~ = ‘ 
wa i X 

PRG E Sidi 


Oe i o 
2 Las erAal 


rs) 


‘ 
- 


> 





re) zy Fey. 


- i 
To - rŠ. 
RTA ee le 
+. . 


> p 
We 
Zit RETE FN 


lobe 


Because of the continued interest and 
concern of the dermatologist in lupus ery- 
_ thematosus, he must be aware also of the 
- developments in rheumatology. Frequently 
arthritis may precede the onset of the 
_ cutaneous phase of lupus erythematosus, 
-and it is of interest to determine whether 
this i is rheumatoid arthritis or that of lupus 
3 erythematosus. Many believe there are no 
significant differences in this arthritis. 
Laboratory tests have been of some help 
in this differential diagnosis. These tests 
inclu de, of course, L.E. preparation, sen- 
_ sitized sheep red blood-cell agglutination for 
_ rheumatoid arthritis, etc. In general, these 
have been difficult to perform and have 
-required trained personnel. Until recently, 
_ there was no fast, reliable screening test 







3 aTa December, 1956, Singer and Plotz 
described the latex fixation test. The 
4 _ principle of the test is similar to that of 
current techniques for the diagnosis of 
: _ rheumatoid arthritis by agglutination of 
5: erythrocytes. The substitution of biologi- 
-caly inert polyvinyl toluene and polystyrene 
‘latex particles of uniform size eliminates 
difficulties with the use of erythrocytes. 
: Consequently, the test is simpler to perform 

and to interpret. With this test? and a 
é F ginpler modification,? Singer and Plotz 
-showed that 86.6% of 120 patients with 
: _ rheumatoid arthritis gave positive results, 
_ whereas 2.7% of 180 with other arthritic 
ete, 2.6% of 300 Sare with non- 








= “revealed in tad of 100 patients with 








L.E. and in 5% of 80 patients with hyper- 
globulinemia. ay 

For the past year we have been working 
with the Hyland RA Test * a rapid slide 
modification of the latex fixation test. The — 
test is supplied as a kit which includes the z 


following five items: E 


1. 5 ce. latex globulin reagent (indicator already Rp; 
coated with reactant). SE 
2. 2 cc. positive control serum. i 3 
3. 2 cc. negative control serum. (2 and 3 are 
es `. 
included to insure proper reading of the test). 3 S 
4. 100 cc. glycine-saline buffer diluent (adjusted — 
to simplify preparation of diluted serum). sg Aa 
5. One divided glass slide. 


The test is simple to perform. A 1 20 a a 
dilution of the serum under test is prepared Cae 
by adding one drop of serum to 1 ce. 
glycine-saline buffer diluent. One drop of — 3 
this diluted serum specimen is placed ina 
rectangle of the divided slide. Then one 5, 
drop of latex-globulin reagent is added. 
This is mixed with an applicator or tooth- 
pick and spread over an area of 20X25 mm. 
Positive and negative controls are then pre- 
pared, each with one drop of latex globulins 
reagent. Separate applicators or toothpicks 
are used for each mixture. The slide is- EE. 3 
tilted from side to side for one minute. — 
Sera containing rheumatoid factor produce, — 
in a few seconds, visible flocculation of Sy 3 
RA-Test reagent, whereas a smooth suspen- 
sion is observed in a negative reaction. E 

Because of our interest in these types 
of flocculation tests® in Dermatology, we 
undertook this study one year ago for the — et 
entire hospital. We examined the sera 
of 107 patients with various conditions van 
(Table 1). Since the question of relation 
to serum globulins has been raised by some 
observers,* the serum proteins were also 
checked. Weakly reactive reactions were 
interpreted as negative. Of six patients with 
disseminated lupus erythematosus and three — 
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patent with ar cold lupus <q P 
mone gave a positive test. No patient with 
E> -known rheumatoid arthritis gave a negative 
z ok action. There was no obvious correlation 
Cab etween the activity of the arthritis and the 
= iietitative positivity of the test. The posi- 
ta puative reaction in other conditions were nearly 
p: associated with reversal of the albumin- 
-globulin ratio and hyperglobulinemia. Of 
= _ the negative reactions (81) the serum pro- 
teins were normal, except for nine with 
3 reversed albumin-globulin ratio and seven 
7 _ with hyperglobulinemia. The significance of 
- these findings is not known. The true value 
of the test was shown in investigating cases 
a of “arthritis, etiology?,’”’ some of which 
oH manifested eruptions suggestive of lupus 
a i, erythematosus (facial flush, erythema of 
interphalangeal joints, etc.). Six of these 
gave positive latex fixation slide tests and 
- negative L.E. preparations and have con- 
= sequently been listed as rheumatoid arthritis. 
Their clinical course has subsequently estab- 
_ lished this diagnosis. 



























= Conclusion 
. Lc = A rapid slide modification of the latex 
> - fixation test is recommended for the diagno- 
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sis of rheumatoid arthritis. It haalde 

done in all cases where clinical differentia a 
tion between the arthritis of lupus ery- 
thematosus and rheumatoid arthritis is Ee 
interest. Otherwise, the latex fixation test 1 é 
is, at present, not of value in routine 
dermatologic practice. 
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Night blue, or nacht blau, has been used 
in Europe for a decade to stain acid-fast 
_ organisms. Its introduction by Hallberg t 
a as a useful stain for Mycobacterium tuber- 


- culosis and Mycobacterium leprae unfor- 
tunately did not create any further interest 
in its potentialities. In a series of investi- 
gations concerning low-temperature myco- 
bacteria in hairless mice, the specific 

__ keratinophilia of night blue was noted. In 

_ pursuing this matter, I? found that the 

mast cells of the rat, mouse, and hamster 

seine selectively with night blue. It is the 

E - purpose of this paper to organize some of the 

_ knowledge about the technique of staining 
Submitted for publication May 7, 1959. 
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se of the Night Blue Sthin j in Dermatology 4 


with night blue, so it can be used in woul z AG 
with the skin. = 
The staining technique depends on the 
alcohol differentiation of the dye-protein Be 
complex produced by incubation for one 
hour at 60 C. Most tissues quickly lose — 
their affinity for night blue in alcohol; a 
few do not (Table 1). E 
The bacteriologic uses of night blue have 2 
been described by Hallberg, but the histo- 
chemical basis of these reactions remains a 
to be studied. By directing attention tos AA 


Bo 
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TABLE 1.—Night Blue-Positive Materials in 














Normal or Pathologic Tissue 4 
Mycobacteria All species oh 
Fungi Some species cs 
Mast cells Rat, mouse, hamster AN 
Cartilage E 
Keratin S 

F i 


Fig. 1—Mast cells in rat lip stained with  —~ 
night blue. Note anagen and telogen hair stained 
with night blue; X 75. are 
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Fig. 2—Mast cells in 
mast-cell tumor of a Bos- 
ton bull terrier. (a) Night 
blue stain; reduced 30% 
from mag. X 500. (b) 
Toluidine blue stain; re- 
duced 30% from mag. 
xX 450. 


anil 


Hallberg’s excellent work, I may confine 
this discussion to normal tissue. 


Mast Cells 


The brilliant picture produced by the 
affinity between night blue and the granules 
in mast cells of certain species makes use 
of this dye an extremely valuable technique 
for the study of the mast-cell population 
because of the clarity with which each mast 
cell may be seen (Fig. 1). It is possible to 
survey tissues readily for the location of 
mast cells and the disposition and quantity 
of their granules. Blood basophils in the 
rat, mouse, and hamster also give a posi- 


- tive reaction to this stain. 


The affinity of this dye for the mast cell 
is limited to the rat, mouse, and hamster. 
The wild rat and the laboratory rat both 
give positive reactions. The results were 
negative in primates and the many lower 
mammals tested. An occasional cell in nod- 
ular masses of urticaria pigmentosa of man 
stained positively, and a tumor composed 
of mast cells in a dog gave positive results. 
Figure 2 demonstrates a comparison be- 
tween the orthochromatic staining with 
night blue, and the metachromatic staining 
with toluidine blue of a mast-cell tumor in 
a dog. 

The species that did not stain with night 
blue still gave positive reactions to staining 


114/418 


` ARCHIVES OF DERMATOLO 





with toluidine blue. Oxidation with a 5% 
solution of chromium trioxide for one hour 
at room temperature removed the staining 
with night blue and caused toluidine blue 
to become orthochromatic. The reaction 
with night blue will cover the reaction of 
the mast-cell granules to the periodic acid- 
Schiff stain, as will that with toluidine 
blue. Methylation by Lillie’s® technique 
blocks the reactions of both toluidine blue 
and night blue. According to Kramer and 
Windrum,® sulfation with a mixture of 
sulfuric acid, ether, and acetic anhydride 
for five minutes increases the affinity of 
night blue for all tissues. Hyaluronidase 
does not affect the reaction. These and 


TABLE 2.—Reaction of Rat Mast Cells with 
Toluidine Blue and Night Blue 


Time, Temper- Toluidine Night 
Reagent Hr. ature, C Blue Blue 
Water 1 60 — — 
50% methyl alcohol in 
hydrochloric acid 16 60 -> — 
0.1 N mercuric chloride 16 25 =- + 
5% sodium sulfite 1 25 + + 
5% potassium cyanide 1 25 + + 
Periodic acid-Schiff 
reagent 25 + + 
0.025% hyaluronidase 
at pH 6 3 37 — + 
Ether-acetic anhydride- 
sulfuric acid 5 min, 25 + + 
5% chromic acid 1 Ortho- — 
chromatic 
Zenker & Bouin fixative 16 25 + — 
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other 


relationships are summarized in 
Table 2. It appears that the reaction with 
night blue is caused by heparinoid sulfated 
polysaccharides and that the species differ- 
ences reside in the quantity of sulfation of 
the carbohydrate in the mast-cell granules. 


Cartilage 


The primary chemical characteristic of 
cartilage is its intense acid reaction, which 


Fig. 4.—Staining of keratin in average hair. 
Compare with diffuse staining of the club hair 
in the same follicle. Night blue stain; X 45. 
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Fig. 3.—Cartilage in rat 
tail. Night blue stain; X 250. 


is produced by its content of chondroitin 
sulfuric acid. This sulfated mucopolysac- 
charide is the principal constituent of car- 
tilage. Therefore, it is not surprising for 
cartilage of the rat to stain with night blue 
as do the mast cells (Fig. 3). Human 
cartilage also gives a positive reaction. 
This reaction of cartilage is further indirect 


evidence for assuming that the mast-cell 
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Fig. 5.—Intermittent stain- 
ing of keratin at surface of 
rat tail. Night blue stain; 


X 55. 


reaction is caused by the sulfated poly- 
saccharide. 


Keratin 


The keratin-night blue complex resists 
extraction with alcohol for five hours. This 


is in pronounced contrast to the mast cells, 


which begin to lose the dye in five minutes. 


_ Those acid mucopolysaccharide substances 


that stain are roughly distinguished from 
keratin by this solubility. One would ex- 


~ pect a separate chemical basis for the reac- 


tion between keratin and night blue. 

= The keratin-night blue reaction occurs 
in all species and in both hard and soft 
keratins. In the hair, it may be observed to 
start above the matrix at the point where 


~ the mature keratin is found (Fig. 4). The 


to the granular layer, 


stage of the hair cycle does not affect the 
_ staining. The reaction is present uniformly 


in the nail plate. It is variably present in 
the surface keratin in the skin (Fig. 5). 
The staining zone bears no relationship 
the keratogenous 
zone or parakeratotic cells, or to any ab- 
normal keratins studied to date. 

Efforts to alter the chemical configura- 


- tion responsible for affinity for night blue 
= were not particularly successful. 


All the 
extractions of fresh tissue were without 
effect. Use of 0.1 N sodium hydroxide or 


= hydrochloric acid or hot water at 60 C 
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for one hour removed the capacity of night 
blue to stain mast cells but did not affect 
the reaction with keratin. With 1 N sodium 
hydroxide, the night blue reaction remained 
in formalin-fixed paraffin-imbedded speci- 
mens to the point of tissue digestion. Ex- 
traction with hot chloroform-methanol or 
hot pyridine at 60 C for one hour was 
without effect. All the procedures already 
listed in Table 2 were performed on kera- 
tin without any change in the staining re- 
action except in the case of chromic-acid 
oxidation. 

Chromic-acid oxidation of rat a by 
means of exposure to a 5% solution of 
chromic trioxide at 25 C for 18 hours 
removed the night blue stainability of kera- 
tin. At the same time, the staining reaction 
of muscle tissue, erythrocytes, and nuclear 
chromatin became positive. Comparably, 
the reaction with toluidine blue became 
negative except for mild orthochromasia 
of the keratin of hair cuticle. Sulfhydryl 
and disulfide groups apparently are not 
important in this reaction, as mercuric, 
sulfite, and cyanide ions are without effect. 
The question remains as to what other 
acid groups in keratin might be responsible. 


Sulfated polysaccharide is not present. The 


general acid quality of keratin possibly is 
the chemical factor responsible for binding 
with night blue. In any event, a useful 
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Summary 


The staining reaction of the skin and 
; ee lage with night blue has been reviewed. 
_ The mycobacteria, some fungi, mast cells in 
E species, cartilage, and keratin stain 
posit ively. Sulfated acid mucopolysaccha- 
les apparently are the substances respon- 
iS) le for most of the reaction between tissue 
= nd this dye. The reaction with keratin is 
3 ifi erent and does not depend on sulfate, 
sulfhydryl, or disulfide linkages. It may 
oo a general acid quality of the protein 
ot w ntent in keratin. 


Mayo Clinic. 
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PEARES y ees ee tere 


A Study of a Case of Lichen Myxedematosus (Papular 


Mucinosis) 


JOHN ERIC DALTON, M.D., Indianapolis; JAMES ALLEN, M.D., San Mateo, Calif.: 
H. BERNARD BECHTEL, M.D., and HOWARD R. GRAY, M.D., Indianapolis 


Since the opportunity to study cases of 
lichen myxedematosus (papular mucinosis ) 
occurs so infrequently, we feel that such 
cases, when the opportunity does present 
itself, should be fully studied, in order to 


Submitted for publication May 8, 1959. 


Marion County General Hospital (Dr. Bechtel 


and Dr. Gray). 
Dermatology, Marion 
John Eric Dalton, 


From the Department of 
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Chairman. 


Fig. 1—A, 


are shown on hands. 
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lichen myxedematosus, showing 


bring some understanding to the chaos 


which presently exists as to the etiology 
and therapy of this disease. We have had 
the opportunity to examine and study just 
such a case recently, and we are reporting 
with its rather extensive 


the case here 


laboratory studies. 
History 
The patient, a 38-year-old white married 
woman, was first seen by the reporters in 


typical papules 


coalesced papules on legs. B, 








LICHEN MYXEDEMATOSUS 


Fig. 2.— A, buttocks, 


showing newly-developed 
papules. B, skin from 
typical area of papules, 
showing mucinous depos- 
its in upper corium, 


February, 1959. She first noted the onset of 
her skin trouble in March, .1958, when a 
redness developed across the bridge of her 
nose, extending onto the sides of the nose 
and adjacent areas of the face. This also 
extended up onto the glabella and forehead. 
The eruption was asymptomatic, and no 
treatment was applied. In July, 1958, small 
papular lesions appeared on the extensors 
of the wrists at the bend area. These lesions 
were also asymptomatic, and were discrete 
papules, while the facial involvement ap- 
peared more as a diffuse coalesced papular 
thickening from the onset. Discrete papules 
later appeared on the dorsum of the hands, 


Dalton et al. 
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fingers, extensors of both forearms, lateral 
> 


surfaces of the upper arms, and the pos- 
terior surfaces of the shoulder apices; and 
some areas eventuated into coalesced 
patches. Prior to shoulder involvement, les- 
ions appeared on the dorsum of the feet 
and the anterior and lateral surfaces of the 
legs, knees, and thighs. The facial involve- 
ment extended onto the cheeks and chin, 
and also involved the ear lobes. Most recent 
involvement has been the buttocks, noted in 
November, 1958. A purplish redness of the 
legs and feet has been noted with standing, 
walking, and dependency of the extremities, 
starting about October, 1958. 
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The ice tities was noncontributory, an 
Eei Bufferin (acetylsalicylic acid plus 
= buffer), tablet being the only drug used. 
_ The patient had the usual childhood dis- 
eases, plus scarlet fever and pneumonia, all 
without complications. She had a tonsil- 
peony at age 18, an appendectomy at age 
2l, and a dilatation and curettage at age 
4 je 30 for intermenstrual bleeding. In 1941 the 
pete was given iodine drops for what 
was regarded as a thyroid disorder. Review 
Ea the systems was negative other than an 
occasional headache with menses. The men- 
es were regular. One pregnancy, 12 years 
o, was uneventful, and the child is living 
and well. The patient’s mother is living and 
has mild hypertension, and her father, who 
is living and well, was told at age 15 that 
he had thyroid enlargement, manifested 
by shortness of breath. He received therapy 
= and this subsided. A paternal aunt had some 
E ga tyPe of thyroid Peery for some vague 
cause. 


a 
E 
LI 
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Physical Examination 


_ The physical findings reported here are 
E 3 as of February, 1959. The nose, inner face, 
E _ glabella, forehead, cheeks, and chin are in- 
_ volved with mildly erythematous small 
Ear lesions, some discrete and others 
4 Eighty coalesced, with the skin being 
_ thickened and almost leathery. On the 
superior nose and glabella the thickened 
S skin is folded into a ridge. At the facial 
= area margin, on the cheeks and ear lobes, 
there are many discrete small papules that 
are slightly waxy and are flesh to pink 
A in color. On the dorsum of the fingers, 
a hands, wrists, and forearms ; the lateral sur- 
faces of the upper arms; the apices of the 
2 = shoulders; the dorsum of the feet; the legs 
_ below the knees; the anterior and lateral 
surfaces of the knees and thighs, and on 
the buttocks, there are many of these small 
pinkish papules. These tend to coalesce in 
= areas, and are seen in a few places in 
‘3 f etreaks and lines suggestive of a Koebner 
_ phenomenon. Upon dependency, standing, 
A or walking, the legs and feet assume a 
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potoi color. The ak of the ‘anterior o Me 
trunk and lower posterior chest, lumbar 


area, and flanks is clear. The conjunctival, E 


nasal, oral, vaginal, and rectal mucosae are 


free of lesions. Blood pressure is 120/80 
and pulse, temperature, and respirations are 
also normal. The remainder of a thorough 
physical examination, including pelvic exam- 
ination, is normal. 


Laboratory Procedures 


Extensive laboratory studies were done. Pa 
The following tests were done and were 


normal: complete blood count with differen- 
tial, hematocrit, glucose tolerance test, car- 


bon dioxide combining power, serum amylase, 


total protein, serum albumin, serum globu- 
lin, blood urea nitrogen, creatinine, uric 
acid, total cholesterol, cholesterol esters, 


lecithin, bilirubin, bromsulphalein, alkaline 


and acid phosphatase, cephalin flocculation, ; ‘ 


thymol turbidity, chlorides, potassium, sodi- 


um, calcium, phosphorus, cold agglutinins, = 
serologic test for syphilis, absolute eosino- ae 
ascorbic acid, protein-bound 


phil count, 
iodine, routine urinalysis, urine ketosteroids 
and oxysteroids, urine creatinine, urine — 
estrogens, basal metabolism test, 


tourniquet test for capillary fragility, and 
cold pressor test. On February 16, 1959, 
a radioactive iodine uptake determination 
was performed. The gland uptake in 24 
hours was 37.9%, and the plasma clearance 
was 17 cc. per minute, both within normal 
euthyroid range. As a further study of thy- 
roid function, the patient was then given 
Cytomel (synthetic L-triiodothyronine as a 
sodium salt) 25yg. t.i.d. until February 25, 
1959 when a repeat radioactive iodine up- 
take determination was performed. The re- 
sults of this later test were a 24-hour gland 
uptake of 17%, and plasma clearance of 
8.5 cc. per minute. Though this represented | 
a very definite decrease in activity of the 
gland, it still fell within normal euthyroid 
levels. A scintoscan of the thyroid gland at 
the time of the second radioactive iodine 


determination showed the gland to be of ~ 
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cardiogram, chest x-ray, intradermal PPD, _ 
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- omits Sie, das Bt at evidence of hot or 
$ old areas. | 





| Ei aas Coagulation time 12 minutes 
= (5-8 minutes); total lipids 540 mg. % (600- 
= 800 mg. %); electrophoresis albumin 53% 
(62%), aı-globulin 8% (5%); a2-globu- 
= lin 9% (8%); B-globulin 13% (15%); 
a? 17% (12%); and urine gonado- 
zat oe on positive at 6 hours and negative 


= 









i l aboratory report ade by the pathologist, 
= Dr. Frank Vellios, of Indiana University 
a / edical Center. “There is slight hyperkera- 
-tosis of the stratified squamous epithelium 
Ss ut otherwise the epithelium is not remark- 
able. The rete pegs are slightly elongated 
and fused. There is no pigmentation in the 
Re basal layer. In the upper dermis the collagen 


bundles are loose, edematous, and arranged 
















2 ina disorderly fashion. In sections stained _ 


with mucicarmine the spaces between the 
na - loosely arranged fibers contain mucin. The 
oe collagen fibers in the lower dermis are not 
E remarkable. A slight infiltrate of chronic 
inflammatory cells is present around the 


3 blood vessels.” 







3 Treatments 
_ The patient was under the observation of 
Pine reporters for slightly longer than a 


= month, thus limiting the measures which 


2 could be tried. Dr. Martin A. Seidell sug- 

gested that the patient be given some agent 
E would tend to cause metabolic aci- 

dosis. Dr. Seidell collaborated with one of us 
z S. E. D.) in a previous study of lichen myx- 
a -edematosus in which nonspecific trauma was 
= gloid to cause local clearing of lesions. Dr. 





part through a shift towards an acidotic — e 

state in the inflamed area. Consequently 3 ; 
the patient was given Diamox (2-acetyla- 
mino-1, 3, 4-thiadiazole-5-sulfonamide), 500 
mg. b.i.d., for about 5 days until she de- À 
veloped acidosis, as shown by a ‘repeat — oe 

carbon dioxide combining power. This had 
no noticeable effect on the patient or u a 
her lesions, but, unfortunately, we were un- a 
able to maintain the patient in an acidotic 
state for any prolonged period, nor observe 
her for a prolonged period of time, due to zi 
the patients return to her home in Cali- — 
fornia. Two local measures caused lo a 
regression or disappearance of the lesions. — Gi 
Hyaluronidase, injected intradermally ir into 
an area dense with papules, and follow zed + 
by Ace bandage pressure for one week, 
caused some clearing of the lesions. Hyd rO- K 

cortisone, injected intradermally into 5 an 
area dense with papules, caused flattening — 
of the lesions in the immediate vicinity of 
the injection. ae 






























































Comment 






This patient was shown* before the — 
San Francisco Dermatological Society with | : 
the present diagnosis before she came under 4 
our observation, and since that time we 
have shown her before the Central States 4 
Dermatological Society at their meeting in 
Cincinnati on March 14, 1959, and before St | 
the Chicago Dermatological Society on E 
March 18, 1959, where Dr. Marion Sulz- a 
berger was the guest lecturer for the day. 
Neither of these bodies had particularly 
specific opinions to offer, either regardi 
the etiology or the therapy of this entity. E 
One thing suggested itself to us as a possi- — 
bility. Since we obtained definite fattening 
of the lesions from intradermal injections x 
of hydrocortisone, the possibility exists that 
the same effect can be achieved with system- 
ically administered corticosteroids. We fully E 
realize that the effect gotten with intra- p 
dermal injections is not always achieved 
when the same drug is given systemically. 3 a 
The patient returned to California before — SA 
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= m pa that she be given a therapeutic trial — 


triamcinolone (Aristocort) and, if this 
S is Fieseried out, the results will be reported 


$ 


later, 
= We are indebted to Dr, James Allen, of San 
Mareo California, for the opportunity to study 
pui case, and to the Clinical Staff and Laboratory 
Facilities of the Eli Lilly Research Division; Indi- 
University School of Medicine, and the 
Marion County General Hospital, all of Indian- 
ni ~ apolis, for help in these studies. 


F- Dr. John Eric Dalton, 23 East Ohio Street. 
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Addendum 


= On April 3, 1959, the senior author 
E: (J; E. D.) suggested to Dr. James R. Allen 
_ (referring physician) that he institute oral 
a -steroid therapy. The patient was started on 
os - triamcinolone (Aristocort) on April 14, 
1959, 4 mg., four times daily. On April 21, 
1959 , this was increased to 8 mg., four 
pa n ie daily. This dosage was continued until 
TH ane 3, 1959, when it was discontinued be- 
E cause of severe pain of the knees and weak- 
Pess of the thighs. Methylprednisolone 
_ (Medrol) was started June 3, 1959, 24 mg. 
pa in divided doses. On June 23, 1959, 
- this was increased to 32 mg. daily. The pain 
and weakness of the thighs and legs dis- 
5A on methylprednisolone. This dos- 
page was continued until July 5, 1959, when 
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leg pain. On July 5, 1959, the do sage 
methylprednisolone was reduced to 1 E “ 
daily. On July 13, 1959, the dosage y 
reduced to 12 mg. of methylpredni stax 
daily. On about Aug. 1, 1959, this was re- 
duced to 8 mg. daily, in two divided dose es, 
and has been continued at that dosage since _ 
then to the present time. While taking tri- — 
amcinolone the patient developed n oan 
facies and buffalo adiposity. The joint a 
muscle pain have subsided and the m oon ee 
facies and buffalo adiposity diminished to 
the point of essential clearing after E 
initial drug used was changed _ and i 
steroid dosage decreased. , ae 


Two weeks after the side i 
therapy the involved skin appeared ae 
proved, and four weeks following the star rt 
of therapy there was definite decrease. in — 
the size of the individual lesions, with flat- FA 
tening. This improvement started while on ia 
triamcinolone and continued after changing ak 


to methylprednisolone. e “ih 


ae 

Clearing, except for some lichenoail S 
whitish macules of dorsum of wrists and S: 
ear lobes which could be superficial residual 
scars of former lesions such as seen in 
previous cases where lesions spontaneously 


faded, has occurred. 











_ a case of systemic lupus erythematosus of 
/ many years’ duration, exhibiting striking 


ies manifestations and several other inter- 


esting associated features. 
aa 


« 


he A = Report of Case 


ee A 51-year-old Negro woman was admitted to 
= the United States Air Force Hospital, Lackland 
-~ Air Force Base, Texas, in October, 1957, with 
blindness as her chief complaint. She was in good 
health until 1935, when she suffered severe gen- 
eralized joint pains, diagnosed by her personal 
physician as arthritis. Since that time the arthritis 
__ has recurred intermittently. In 1941 the patient had 
- a serious illness of several months’ duration, mani- 
= fested by a “rash” on the scalp, face, neck, chest, 
and arms. This was accompanied by aching of 
multiple joints, decreased vision, elevated tempera- 
‘ture, and anemia. The patient observed that with 
exposure to sunlight the rash became more severe. 
= Her condition improved gradually, with only mild 
recrudescences of the joint pains and fever. Whit- 
ening of the skin on the scalp and loss of hair, 
occurred gradually. In addition, the skin of the 
chest, upper back, and arms turned white over 
irregular areas. Over a 16-year period the patient 
experienced a gradual loss of vision, until it be- 
came almost complete. She had been told that her 
_ blood pressure was elevated for a number of years 
prior to admission. Throughout the year before 
_ admission the patient observed an intermittent 
- sanguinous discharge from the left nipple. On two 
=- occasions during the month immediately prior to 
admission, she experienced slight vaginal bleeding 
= for the first time since her menopause four years 
previously. 





et, Submitted for publication June 16, 1959. 
hp This paper represents the personal viewpoint of 
Kst e authors and is not to be construed as a state- 
‘ment of official Air Force policy. 

Department of Medicine, United States Air 
Force Hospital. Chief Resident, Internal Medi- 


cine, Lackland USAF Hospital (present address: 


| USAF Hospital (Lt. Colonel Levine). 
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stemic Lupus Erythematosus of Long Duration 


Physical examination revealed an elderly Negro 
woman, who looked older than her stated age, 
and appeared to be mildly chronically ill. Vital 
signs were normal; the blood pressure was 129/82. 
Scattered over the scalp, face, upper back, upper 
chest, neck, and arms were discrete, irregular areas 
of depigmentation, hyperpigmentation, alopecia, 
atrophy, follicular plugging, erythema, and telangi- 
ectasis (Fig. 1 & 2). Bilateral cataracts of the 
posterior subcapsular type were found, with ar- 


teriosclerotic changes in the fundi. A nodule meas- 
uring .5 cm. in diameter was present beneath the a 


left nipple. Exudation of clear liquid from the 
nipple occurred on compression of the nodule. The 
cervix was eroded and bleeding, and the mucosa 
was sloughing off irregularly. 





Fig. 1—Photograph showing the skin changes F 4, 


on the scalp, face, and chest. 





123/427 





hä 
ce 


puis, Se 


- 


ine ie 


wa en a a 
ar Ge g 


=“, ous a 


-R aS oes 


Is 





Tey 





revealed 


Laboratory examination lupus 
thematosus preparations to be strongly positive. 
Hemoglobin was 10.9 gm. o with a hematocrit 
of 34%. Corrected sedimentation rate was 34 mm. 
per hour (Wintrobe method). Total protein was 
8.7 gm., and A/G ratio was 0.86. Platelet counts 
were as low as 18,000/cu. mm. Urinalysis; white 
blood count and differential; serologic test for 
syphilis; blood urea nitrogen; fasting blood sugar ; 
electrocardiogram; x-rays of chest, skull, long 
bones, and spine; intravenous pyelogram, and 
barium enema were within normal limits. 

Shortly after admission, the patient underwent 
bilateral cataract extractions without complica- 
tion. Skin biopsies from scalp and chest revealed 
epidermal atrophy, indistinct granular cell layer, 
hyperkeratosis, and mild inflammatory infiltrate in 
the corium; the lesion was interpreted histologi- 
cally as discoid lupus erythematosus. (Fig. 3 & 4.) 
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Fig. 2—Photograph 
showing the skin changes 
on the scalp, face, and 
chest. 


The mass in the left breast was excised, and 
proved to be an intraductal papilloma. Cervical 
biopsy revealed a grade 2 squamous cell carcinoma, 
which was stage 1 clinically. The patient had a 
standard course of external irradiation and radium 
implantation for the cervical carcinoma, without 
incident. During the period of surgical procedures 
and irradiation, the patient was maintained on 
corticosteroids, with moderate rises in the platelet 
counts, and good hemostasis. She was discharged 
from the hospital on decreasing doses of corti- 
costeroids, with chloroquine added, and was to be 
followed on an outpatient basis at her local medi- 
cal facility. 


Comment 


Interesting features of this case are the 
long duration of the illness, the gross skin 
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Fig. 3.— Photomicro- 
graph demonstrating the 
histopathologic changes in 
the affected skin. (See 
text for discussion. ) 


manifestations, the histopathology of the 
skin lesions, the rather severe thrombo- 
cytopenia (without related symptoms), and 
the stability of the disease in this patient 
following surgery and irradiation. 

While this patient has not been under 
continuous medical surveillance during the 
past 23 years, it would appear quite likely 
that her illness began with the first episode 
of arthralgia. Her history strongly suggests 
that she had an acute and severe episode of 
systemic lupus erythematosus 16 years ago. 
Recent medical literature indicates that this 
disease may, in some cases, have a more 
hopeful prognosis than was believed origin- 
ally. The longest reported survival which 
could be found following a diagnosis of 
systemic lupus erythematosus was that of a 
woman reported by Ben-Asher, alive 23 
years after onset of illness.* The present 


Carr—Levine 


case falls into the malignant group described 
by Hill, yet her survival would appear to 
be of many years’ duration. 


The gross appearance of this patient’s 
skin was highly suggestive of the skin man- 
ifestations of systemic lupus erythematosus 
in the quiescent or subacute phase, with the 
findings of irregular alopecia, depigmenta- 
tion and hyperpigmentation, follicular plug- 
ging, telangiectasia, and marginal erythema.® 
Histopathologically, the skin showed atrophic 
changes suggesting scleroderma to some 
extent. It is well known that there is an 
overlap between the “collagen diseases,” and 
that one may convert into another. How- 
ever, it is believed that the histologic picture 
here represents the residual of the earlier 
acute changes of systemic lupus erythema- 
tosus. 


125/429 











Thrombocytopenia is a common feature 
of systemic lupus erythematosus. Bleeding 
tendencies are not necessarily associated 
with rather severe depression of the blood 
platelets, particularly in chronic cases.‘ 
Such was the case in this patient. During 
the period of surgery and irradiation, the 
patient was maintained on corticosteroids. 
A rise of the platelets to more satisfactory 
levels was observed. It is hoped that ulti- 
mately this patient will not need corticos- 
teroids for the maintenance of relatively 
good health. Antimalarials are presumed to 
have an ameliorative effect in this disease, 
and chloroquine is being used here as the 
corticosteroids are withdrawn.’ 

Stress, resulting from surgery, sun ex- 
posure, irradiation, etc., is known to cause 
serious exacerbation of this disease at times. 
Recent evidence suggests that, if unavoid- 
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Fig. 4. — Photomicro- 
graph demonstrating the 
histopathologic changes in 


the affected skin. (See 
text for discussion. ) 


able, these stresses can be tolerated fairly 
well in periods of remission, especially if 
the patient is maintained on corticosteroids 
during the stress. This patient showed no 
evidence of symptomatic exacerbation of 
systemic lupus erythematosus with four 
surgical procedures (one under general 
anesthesia), and irradiation therapy for 
cervical carcinoma. 


Summary 


A case of systemic lupus erythematosus, 
which is believed to be of 23 years’ dura- 
tion, is presented. The long survival, inter- 
esting skin manifestations, asymptomatic 
thrombocytopenia, and stability of the dis- 
ease in this patient, following repeated 
stresses of surgery and irradiation, are dis- 
cussed. 
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-Giant Vascular Tumors Aai Thromboesionesls 


A t 
rz z 
q CHARLES J. WILSON, M.D., and MARY E. HAGGARD, M.D., Galveston, Texas ra 
ei : A 
SDa x Introduction was caused by hemorrhage secondary to pe 
k _ A relatively frequent entity to be found Fifombocy ED s z EA i K 
=~ in the pediatric literature is the appearance ast: ae camel ai aor a nal. 3 
ae k i . . attributed to radiation, either as x-ray or E 
~ of thrombocytopenia in patients with large i 
a ; as radium, in 10 cases, to splenectomy in 
Bee rors: Sinee. tis ae rie 1 case, to surgical extirpation of the tumor A 
==- ported by Kassabach and Merritt ® in 1940, 5 TP % 


~ 18 additional cases have appeared in the 
English literature. Early writers felt the 


“a 

oo association to be purely coincidental. How- 
= ever, with the added frequency of such 
f ae reported cases, the more recent authors 
e have theorized the association to be actual 


= rather than coincidental. The syndrome in 
= its entirety poses the complex clinical pic- 
= ture of a patient with a giant vascular 
tumor associated with varied manifestations 
= of platelet deficiency, including massive 
-hemorrhage into the tumor itself. It will be 
- the purpose of this study to review the ex- 
amples of this syndrome found in the Eng- 
ti lish literature and to report two additional 
iy. cases. | 


oi 3 Review of the Literature 


* Table 1 summarizes the previously re- 
* ported 19 cases. Sixteen of these cases 
` — presented first symptoms of thrombocyto- 
penia prior to age 10 months and the 3 
= — remaining cases at age 18 months, 13 years, 
2 Be and 62 years, respectively. The above data 
indicate that this is a disease occurring pri- 
: marily in the early years of life. 
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= ii Of the 19 cases tabulated, clinical recov- 
ery was complete in 14 and 5 died. Death 


Submitted for publication June 6, 1959. 

Read before the 1959 Annual Session of the 

= Texas Medical Association, Dermatology Section, 

==. April 20, 1959. 

. = From the Departments of Dermatology and 
Z Tai Ka Pediatrics, The University of Texas Medical 
Branch Hospitals (Dr. J. Fred Mullins, Chairman, 
“<9 t ae = Department of Dermatology and Dr. Arild E. 
eh a _ Hansen, Chairman, Department of Pediatrics). 
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in 1 case, to steroid therapy in 1 case, and 
to spontaneous regression of the tumor in p 
1 case. Clinical and histopathologic diag- 
nosis of the vascular tumor was capillary 4 
or cavernous hemangioma in 13 cases, 
hemangio-endothelioma in 5 cases (one of — 
which demonstrated histological ppe 
ness), and angioplastic sarcoma in 1 case. 


Report of Two Additional Cases _ A 
; 


The following two cases were the only 
patients with vascular tumors and associ- 
ated thrombocytopenia occurring in ap- _ 
proximately 310 patients with the diagnosis 
of vascular tumor at The University of 
Texas Medical Branch Hospitals from the 
year 1947 to the present. These figures 
point again to the relative rarity of this 
particular syndrome. Many similarities be- 
tween these two infants and the previously 
summarized cases are demonstrable, partic- 
ularly with reference to age of onset, sy | 
tomatology, and response to therapy. © 3 

Case 1.—A seven-week-old white baby úi was 
first noted to have a bluish, mottled swelling | 
the left leg at age 8 days. The swelling re recede 
spontaneously at age 2 weeks, but at age 7 weeks _ 
there was a sudden recurrence with rapid exten- 
sion of the induration to involve the entire left ot 
leg, left buttocks, left abdomen to just below the 
umbilicus, and the vulvar area (Fig. 1). Anti- 
biotics, blood, and x-radiation were e= | | 
at another center before admission to the Pediatric 
service at The University of Texas we 
Branch. The patient’s past history and family z 
history were essentially negative. 

The laboratory studies on admission revealed an 
anemia and thrombopenia to a moderately severe 
degree. Over the next 10 days the platelet count $ 
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TABLE 1.—Summary of Nineteen Cases in English Literature 


Treatment 


Type 


































































2mo. Thigh & Capillary hemangioma 300r (130 kv.,4_ma.,3 Platelets respon 
te ~ 1940 a case) buttocks mm. Al) 878mg.-hr. mor regressed over é 
a 3 Radium period following radiatio 
s, Borrelli 6 mo. Thorax & Hemangio-endothelioma 3 courses of radiation Platelets responded 
(1 case) neck of 300-500 r (160 kv., each course (normal x 
3 mm. Al.) over 14 sistently 3 mo, after first Ps 
mo. radiation) va j 
_ Silver, Aggeler, Crane 314 mo. Back, neck, Hemangio-endothelioma Blood transfusions, Death due to hemothorax Me 
1948 (1 case) face cryotherapy, small s 
4° doses radiation 
(120 r) E 
Thurmond 6 wk. Thoracic wall Cavernous heman- 400 r to spleen, sple- Platelets responded as ‘as Pex 
1951 (1 case) gioma (no biopsy) nectomy. 600 mg. mor regressed following ko 
hr. Radium radium (6-7 mo. postra- a i 
, diation) a> ie 
DeSanctis, 3 wk. Thigh Capillary hemangioma Transfusions, 3,360r ‘Tumor response tolowed i 
. i to tumor (HVL 1 by platelet response ap- SE 
“1951 (1 case) ` mm. Cu.) proximately 7 days after 
. commencing radiation 
oy Weissman, Tagnon 9 mo. Forearm Hemangioma Splenectomy at 11 Platelets responded with > 
A 1953 (2 cases) f mo. spontaneous regression tu- 
de mor at 2 yr. ofage 
214 mo. Arm Hypertrophic Radiation 300 r (120 Platelet rise with regression S 
hemangioma kv., 2mm. Al) to- tumor 3 14 mo. postradia- — 
tal stopped because tion 
of thrombopenia E. 
3 mo. Neck Capillary hemangioma 800r at 3 mo., 2,000r Complete response in 7-14 
at 10 mo. (190 ky.) days following second ra- 
diation course as 
4wk. Neck Hemangio-endothelioma No treatment Massive hemorrhage and T A 
(invasion) death ; 
8 wk. Face Hemangio-endothelioma Splenectomy ' Died-septicemia A 
(benign) £ 
5 mo. Leg Capillary hemangioma Splenectomy, 550 r Platelets rose slightly fol- 
total radiation lowing radiation; rose to 
(HYL 1.35 mm. ` normal with surgical ex- s 
Cu.) Surgery tirpation tumor 
314 mo. Thoracic wall Capillary hemangioma Radiation 600 r Platelet response 6 days 
(HVL 4.2 mm. Al) postradiation ji te 
a Corticotropin ¥ “ie 
1 mo. Shoulder Hemangioma (no Transfusions, 600 r Response 4 days postsple- < 
biopsy) radiation, splenec- nectomy as tumor re- 
tomy gressed a K ; 
lmo. Thoracic wall Hemangio-endothelioma Meticorten, radia- Slight response to steroid k 
tion 2,000 r with complete response : 
to radiation ii 
62 yrs. Face Angioplastic sarcoma Radiation 3,500 r Improved after first 2,500 r al $ of | 
then terminal hemorrhage - 2 oe 
13 yrs. Multiple Hemangiomatosis Blood-vitamin K 500 Fibrosis tumor and platelet ne a3 
sites (no biopsy) r radiation (150 kv., response 1 mo. poste 
4 mm. Al) radiation eo! 
5 wk. Multiple Hemangiomatosis Parents refused Death-hemorrhage at 3 mo. es an A 
sites treatment age Ee. 
18 mo. Thoracic wall Hypertrophic Transfusions, Sple- Platelet response 4 mo. a 
hemangioma nectomy, steroids postsurgery with tumor 
regression while patient 
on steroids \ ay bs 
Imo. Thigh Angioma Transfusions, ster- Platelet rise with resolution — es 
oids, Radon seeds of tumor 3 mo, after = 
(19.9 me. in 31 radon implants we Z ie 
seeds) Si, | AT 
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Fig. 1 (Case 1)—Hemangiomatous involve- 
ment of skin and subcutaneous tissues of lower 
abdomen, thigh, and vulvar region just prior to 
instituting therapy 





again instituted to a total dose of 300 r to each 
of 11 ports with the same aforementioned factors. 
The patient died 20 days after admission. 
Autopsy study attributed death to a massive 
pulmonary hemorrhage and tissue studies revealed 
a hemangio-endothelial sarcoma (Fig. 2) without 
evidence of distant metastasis. 
2—A 


CASE six-week-old Latin-American boy 


was noted to have a bluish discoloration with 


induration of the right abdomen, right buttocks, 
and thigh on initial newborn examination. The 


defect was felt to be traumatic in nature. The 
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A.M.A. ARCHIVES OF DERMATOLOGY 
patient was admitted at 6 weeks of age with the 
history of sudden darkening and induration of 
this area over the prior several days. The past 
history and family history were noncontributory. 

Admission physical examination revealed a blu- 
ish-purple induration involving the right abdomen 
to just below the umbilicus, the right buttock and 
thigh, and the scrotal tissue (Fig. 3A). Hemo- 
globin determinations and red blood cell counts 
were within normal limits, and there was no x-ray 
evidence of bony involvement. Biopsy study re- 
vealed the tumor to be a hemangio-endothelioma 
(Fig. 3 B). 


a sudden darkening of the area of previous in- 


Nine days after admission there was 


volvement with extension of the process to adjacent 


tissues. The blood work demonstrated a severe 


Fig. 2 (Case 1).—Bi- 
opsy of involved tissues 
in Case 1 revealing pleo- 
morphism and aggressive 
growth of endothelial 
Histopathological 
diagnosis was hemangio- 


cells. 


endothelial sarcoma. 


Fig. 3A (Case 2).—Hemangiomatous involve- 
ment of skin and subcutaneous tissues of lower 
abdomen, thigh, and scrotal region just prior to 
instituting therapy. 





Vol. 81, Mar.. 1960 


N pih 4 Vide eget ed dá MAT FE ee et Na Ge nd tee 4) r E RANE STan Y Ph So Aes Se PoS Se, Mp Se he 
Ss. were i AA Ma i jai $ tte be aa $ yh fsa) rt Ate i eet > RTE os “i . T r i ia We tye 4 W b =, St ae 
BND TOS P NGE TIRED FAE PI Ee NY CUM agen NE Dd hve rae Sy See OE Oa 
arr 

as 

my” 

Kj ‘ 
A 

HTA 

a i 

Ss 

Ae 

Fig. 3B (Case 2).— ss 

. . . “A ae 

Biopsy of involved tissues a 

x LA 

demonstrating a tendency ee!” 





anemia and a thrombocyte count of 8,400 per 
cubic millimeter. Whole blood administration was 
begun in addition to 25 units corticotropin I.M. 
twice daily. Over the ensuing three days, 250 r 
of x-radiation (Factors: 250 kv., 30 ma. 0.5 
mm. Cu.-l1 mm. Al, HVL 1.2 mm. Cu.) were 
delivered to each of several ports. The patient’s 
condition improved remarkably over the next six 
days, and he was discharged with a normal hemo- 
globin and platelet count. 


Two months later there was a return of 
symptomatology and a fall of platelets to 50,000 
per cubic millimeter. An additional 200 r of radia- 
tion was administered by the Radiology Depart- 
ment at the University with a return of the 
thrombocytes to normal levels in the next 10- 
day period. Similar episodes of relapse were 
treated with further radiation therapy at a 4- 
month and 6-month interval from the patient's 
original admission date (Fig. 4). 





Fig. 3C (Case 2) —Clinical appearance of tumor 
site after therapy (40 months after Fig. 3A). 





PS 


Wilson—Haggard 





toward vascular channel 
formation and moderate 
invasion of the subcuta- 
neous structures. Histo- 
pathological diagnosis was 
hemangio-endothelioma. 


The platelet count has been stable between 
200,000 and 300,000 per cubic millimeter for the 
past 32 months, and the patient has been asympto- 
matic. Figure 3C illustrates the appearance of 
the tumor site at age 31⁄4 years. 


Comment and Conclusions 


Weissman and Tagnon !ë were the first 
to state that the simultaneous occurrence in 
patients of vascular tumors and thrombo- 
cytopenia is more than a coincidental hap- 
pening. The manner in which the rise in 
thrombocytes closely parallels resolution of 


400,000 





150 


Days from first onset of symptoms Years 


Fig. 4 (Case 2)—Graphic summary of labora- 
tory findings and treatment. 
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= the vascular tumor and the increasing fre- 
quency with which this entity is being de- 


peripheral vessels. 


Jt () tee 


ash se 


ya ! CS E 
BERETA Af: A. ARCHIVES OF 1 DE! 





scribed in the literature strongly suggest 


that the association of these two processes 
= $s actual rather than coincidental. 


The possible mechanisms inyolved in the 
thrombopenia found in this syndrome have 
been discussed by several authors. Silver 
and co-workers !° suggested that damaged 


capillaries in the tumor result in an in- 


creased demand for and subsequent de- 
struction of platelets. Weissman and 
associate 1% added the possibility of anti- 
bodies as a factor in the abnormal destruc- 
tion of platelets. Southard and co-authors ™ 


postulated a trapping or sequestration of 


platelets in the tumor bed, and Good and 


associates ® were able to demonstrate plate- 


‘let thrombi within the tumor on biopsy 
study of several cases. The latter authors 
felt that sequestration, utilization, and 
destruction of platelets within the heman- 
gioma were secondary to endothelial dam- 
age and perhaps represented an attempt on 
the part of the host to destroy the tumor 
through vascular occlusion by platelet 
thrombi. More recently, Gilon* and co- 
authors demonstrated a much higher plate- 
let count in blood taken from the vessels of 
the hemangioma than that taken from other 
This finding further 
supports the concept that the hemangioma 
acts as a reservoir for the platelets. 
Whatever the mechanism of the throm- 


bocytopenia may be, the most significant 


finding in those cases with a favorable 
prognosis, summarized in this report, is 
that in every instance the thrombocyte 
count began to rise only after regression 
of the vascular tumor bed had commenced. 
The superior results obtained with radia- 
tion therapy, as compared with the other 
therapeutic modalities, is easily explained 
when the necessity for stimulating tumor 
resolution in the successful treatment of 
this syndrome is emphasized. Table 2 tabu- 
lates the response to various treatment 
modalities employed in the 19 cases in the 
literature, as well as in the 2 additional © 
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resolution in the treatment of this syn- A 
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TABLE 2—Effectiveness of eee Modalities — 
Employed in Twenty-One Cases* = 








Ti ie W, 
Moderately — S une 
Cure Effective Ineffective by 
Tiei 
Supportive measures Le 
Steroid therapy 1 4 1 : 
Splenectomy 1 5 es 
Surgical extirpation 1 5 
Radiation (radium 15 
and/or x-ray) 11 3 1 e 

* Many patients had more than one modality used. Ye 


cases reported in this paper. Effectiveness , 
of therapy was gauged by platelet response ~ 
for the purposes of this chart. In some pa- _ 
tients several different modalities were — 
used and each is separately evaluated. = 
Even though the concomitant occurrence | é a 
of vascular tumors and thrombocytopenia is K 
not a commonly encountered entity, neither 
is it so rare that we need not think of th x 
in our study of cases with extensive vascu- eee 
lar tumors. In fact, several authors believe — 
this syndrome to be more common than ~ 
the literature would indicate. These same 2 
authors postulate that many subclinical 
cases would be brought to light through 
more extensive study of every patient with 
a vascular tumor.?:® | 
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Summary Tihi 
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Twenty-one cases of thrombopenia asso- $ 
ciated with vascular tumors are discussed 
from the standpoint of age, incidence, and ` 
treatment. Da a 

Possible mechanisms for the thrombo- — 
penia are noted. E 

The importance of stimulating tumor Š 


drome is emphasized. IEn br 
Department of Dermatology, University of Texas 
Medical Branch. re 
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A Useful Steroid Preparation for Intradermal Administration 


CAPT. JERE D. GUIN (MC), U.S.A.F.; JOHN M. KNOX, M.D.; MARVIN E. CHERNOSKY, M.D., and 


EDWARD M. SHAPIRO, M.D., Houston, Texas 


Locally injected steroids have been re- 
ported useful in the treatment of many 
dermatologic and orthopedic maladies, but 
relatively little has been written about the 
local use of prednisolone. The latter prep- 
aration offers a distinct advantage over 


hydrocortisone in that the effective concen- 


tration is lower.t This is particularly im- 


‘portant in the treatment of lesions such as 


keloids, lichen planus, sarcoid, etc., where 
the amount of fluid that the lesion will hold 
is small, and a higher dose is desirable. 
The local injection of hydrocortisone has 
in the treatment of 
selected cases of many dermatologic and 
orthopedic conditions. These include keloids, 
neurodermatitis of various types, necrobiosis 


lipoidica diabeticorum, psoriasis, discoid 


lupus erythematosus, lichen planus, gran- 
uloma annulare, cystic acne, localized myx- 
edema, synovial cysts, ganglions, xanthoma 
tuberosum, chondrodermatitis nodularis 


= chronica helicis, hidradenitis suppurativa, 


sarcoidosis, certain leukemic and lympho- 
matous infiltrates in the skin, and many 
other conditions.?* 

Prednisolone acetate was administered 
intradermally to 42 patients, either by 
syringe or by vibra-puncture technique. The 


concentration of the steroid ranged from 


2.5 to 25 mg/ce. It was possible to use the 
uninjected areas as controls, since the le- 
sions were almost always either large or 


multiple. The evaluation of results was 


Submitted for publication May 25, 1959. 

Assistant Professor of Dermatology, Baylor 
University College of Medicine, Houston, Texas 
(Dr. Knox). 

The contents of this paper reflect the personal 
views of the authors and are not to be construed 
as a statement of official Air Force policy. 


134/438 


based on the amount of regression at the 
injected sites as compared with the unin- 
jected control areas. Our data are presented 
in the Table. 


Evaluation of Results 


$ 
y 
A $ 
48 


A dramatic difference was often seen 


when treated areas were compared with 


similar untreated lesions. The sharp demar- 


cations at the margin of the injection sites 


left little doubt that the beneficial effects 


were due to the medication. Some of the 
patients who received only 1 or 2 injections 
are still under treatment, and the percentage 
benefit listed in the Table may be too low 
in those patients. 


The patients with necrobiosis lipoidica — 


diabeticorum demonstrated a flattening of 
the active border after repeated injections 


of prednisolone acetate. Whenever the prep- — 


aration was administered under the atrophic : 


area the presence of small white or yellow 
particles was noted, and these tended to 
persist for months. Smaller treated lesions 
of necrobiosis lipoidica diabeticorum re- 
solved without atrophy. The lesions of the 
patient with sarcoid showed prompt regres- 


sion with each injection of prednisolone — 
acetate, There was no recurrence in these — 


areas after about one year, but there was 
some residual atrophy. 


Very excellent results were obtained in 


three patients with granuloma annulare. 
While this is a self-limited disease, the 
uniformly prompt regression obtained only 
in the injected sites would tend to indicate 
that the improvement observed was the re- 
sult of therapy. There was, however, a 


tendency to recurrence after a few weeks 


or months. The excellent response noted 
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A  PREDNISOLONE ACETATES E E E N EES. 
EuT at 4 A 7? ae 
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FSi À $3 
S -~ Administration of Prednisolone Acetate Intradermally to 42 Patients SA 
: No. of Compli- Improvement, % z 
Patient Age Duration Prior Therapy Injects. cations % a A 
z fi P 
1 40 3yr. Thyroid p.o. 10 None 25 ISA 
2 50 3yr. Chloroquine p.o. 10 None 75 $ eS 
3 34 4yr. Chloroquine p.o. 2 None 30 oe 
Fes - Keloids and hypertrophic 4 75 Manyyr. None 7 90 ete r 
5 13 2yr. None 1 0 er 
6 51-35 yr. None 7 40 ee 
7 27 24mo. None 1-2 See 100 A 
8 45 8wk. None 1 100 
9 49 Swk. None 1 100 ay 
10 40 6mo. None 3 Text 50 p. 
11 36 15mo. 400 r x-ray X 3 8 100 7 
12 11 mo. Dermajector X 10 3 100 Bee 
13 ue. $y? Dernajector X 5 2 100 = 
14 277 6mo. None f 3 None 40 oS 
15 48 9mo. Topical steroids 2 None 50 E. 
and Grenz ray . a 
16 40 15yr. Grenz ray and = 6. None 90 s 
- topical steroids yinga 
17 45 3yr. Topical steroids 1 None 90 eG -H 
£ 18 43 3mo. Topical steroids 1 None 80 -ERN 
; i (Derma- et TA } 
ees jector) ae 
Roma al 19 44 6mo. Various topical 1 None 60-80 as 
Fr - preparations ; esr 
Be odd 20 2 «lyr. Topical steroids 2 None 100 ae: 
acu Ook 2 52 4-5 yr Topical steroids 1 None 100 > a 
EII 22 27. N Topical steroids 2 Recurrence 3 90-100 E Ae p 
ORS S. i . mo. later ye. l; 
et: ree lipoidica 23 2 1yr. None 5 None 50 ae 
a abeticorum 24 6 2yr. None 6 White deposits 80-90 ae. 
- Necrobiosis lipoidica 25 33. 10yr. None 6-8 None 50-70 a 
diabeticorum 26 28 6yr. None Mul- White deposits 80-90 ee 
. tiple & atrophy ae Re ce 
Alopecia areata 27 34 2mo. Systemic steroids, 4 Yellowish de- 0 à, ay 
te phenol, and posits En 
i alcohol : ] TAG 
28 31 3mo. None 3 None 20-30 “ea 
29 G.. «23a None 1 Atrophy 4 10 P 
ae 
30 35 4yr, - None 2 Noe _ E 
31 60 2mo. None y. Recurrence 0 Me 
32 16 3yr. Standard 4 Slight atrophy 80-90 P a 
A in one area i 
33 2 10yr. Standard 1-2 None Sg isa 
34 23 «6 wk. None 1-2 None ' 75 o. AEN 
35 24 6wk. None 1 None 100 ag 
36 33-6 wk. None 24 Atrophyand = 10 Dee 
depigmentation ae 
37 36 3yr. Bismuth and 1-2 None -50-75 E. 
topical pre- Rir s 
parations Er 
38 45 Swk. Bismuth I.M. 1-3 None 90-100 n NA 
(Der- eo 
jec- PES 
tor) a 
39 . 53 lyr. None 2 None 50 ee 
40 52 3yr. Topical steroids 3 None 60-70 a 
and x-ray X 2 i 
41 2 29r Legion, including 4 None 80 BES 
x-ray & topical - bas 
preparations os; 
None effective Bx 
Ti R 


BR | 
= ın patients with lichen simplex chronicus 
confirms the report by Aaron et al., who 


= administered hydrocortisone acetate by the 
multiple vibra-puncture method.* 


s Fig Of special interest were the results ob- 
tained with keloids and hypertrophic scars. 
ep 


~ Only one patient failed to respond, and this 
= patient received only one injection. Seven 
“` out of ten patients received a 90%-100% 
oe improvement on the basis of elevation, 
~ thickness, and induration of the lesions. 
~ Most of these lesions were of short dura- 
Me tion. The only undesirable effect noted was 
` a tendency for treated areas to become 
3 atrophic and widened, following regression 
Ji of the lesions. This, however, seemed to be 
a -= more acceptable to patients than the keloids 
Ee. or hypertrophic scars. As might be expected, 
es inajectsr administration into keloids 
a produced very little change. 
; = Two patients with discoid lupus erythe- 
= matosus, unresponsive to antimalarial 
_ therapy, obtained good regression from the 
~ local injection of prednisolone. One patient 
3 with intractable pruritus ani received ex- 
‘4 cellent relief after the local injection of 
= prednisolone acetate on four different oc- 
= casions. At present he is almost well, having 
is only infrequent episodes of pruritus. 


k - The Dermajector was of little or no value 
z 53 3 in keloids, necrobiosis lipoidica diabeticorum, 
> E and granuloma annulare. The histologic fea- 
4 ture common to all of these diseases is the 

Bp oot of the pathological changes, and it is 

- doubtful that a significant amount of the 
pe steroid reaches the necessary depth when 


_ this technique is employed. 






va Comment 


= The mechanism of action of locally in- 
-jected hydrocortisone or prednisolone is not 
2 agi understood. The effects of cor- 
_ tisone and hydrocortisone on the skin and 
connective tissue were attributed at one time 


<= to an antihyaluronidase activity of «these 


= hormones. Later, this anti-spreading effect 
-was shown to be due to some other mecha- 
-nism More recently, it has been shown by 


a S35 and C" studies ©? that during cortisone 
136/440 
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snd PH one therapy there is a de- 
creased production of hyaluronic acid and 
chondroitin sulfuric acid components of the 
ground substance, and this reflects a de- 
creased synthesis of the entire polysaccha- 
ride molecule, In addition, these compounds 
may cause a decreased mucopolysaccharide 
formation by interfering with glucose utiliza- 
tion as a precursor of hexosamine and 
hexuronic acid moieties.” Porter ® found 
that hydrocortisone produces a defect in 
fibrillogenesis, but he did not find a defect 
in the migration of fibroblasts. voy * 
Following injury, cells of the dermis 
normally liberate leukotaxine and leuko- ` 
cytosis-promoting factor. Leukotaxine causes 
the initial increased small-vessel permeabil- 
ity and the migration of polymorphonuc ne 
leukocytes into an inflamed area. 
leukocytosis-promoting factor induces a dis- _ 
charge of leukocytes from the bone marrow, E 
and this partially explains the mechanism : 
of the leukocytosis that often accompanies 
an acute inflammation. It has been shown 
that less leukocytosis-promoting factor is 
elaborated by the injured cells in the pres- 
ence of cortisone and hydrocortisone. These — ; p 
steroids also inhibit leukotaxine and possibly 4, E 
leukotaxine secretion by injured cells.® A 
Berliner and Dougherty? stated that | 
fibroblasts which have been treated wi 
hydrocortisone tend to round up, and ah T 
this state resist destruction in areas of | 
inflammation, Radioactive hydrocortisone 
localizes mainly either at the surface of the 
fibroblasts or within them, and this was — 
thought to increase the cell membranes 
resistance to destruction. They postulated, 
therefore, that hydrocortisone interrupts — 
the chain of cellular destruction and in- 
flammation by causing a break in that cycle. 
Local injection of hydrocortisone into the 
dermis leads to the formation df a partic- 
ulate mass of basophilic material at the- 
injection site within 24 hours. This is said 
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saccharide and debris from nuclei of leuko- 
cytes and dermal connective tissue cells. 
Despite a large amount of morphologic 
damage, there is very little associated in- 
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dation. The phenomenon of araphy of 
4 the dermis following injected hydrocortisone 
and prednisolone is currently under study, 
~ and the findings will be presented in a 
A future publication. Whether the atrophy is 
zi reversible or not probably depends upon 
= whether the loss of dermal substance is due 

to Basen petty of fibrocytes or simply an 
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We have seen patients who showed eligi] 
A atrophy following hydrocortisone and pred- 
E; -nisolone, but who demonstrated a return of 


à oe a skin to normal at a later date. 


Rye” 

=k RA Summary 

oak rednisolone acetate was administered to 

4 3 patients by injection or vibra-puncture 

technique 

p a The Fesul obtained indicate that this 

A drug is a useful therapeutic agent in many 

fe inflammatory, granulomatous, and hyper- 

a plastic diseases. 

2 _ The mode of action of locally injected 
hydrocortisone and prednisolone is briefly 
discussed. 

i _ Advantages of prednisolone acetate over 

hydrocortisone acetate for local injection 

re MT Seema 
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Studies on Miliaria Rubra 


= CAPT. MARVIN A. LUTZNER (MC), U.S.A.F. 


ee During the season of May through Au- 
. gust in this part of the country (San 
=~ Antonio, Texas), high temperatures and 
humidities combine to predispose the popu- 
lation to miliaria. Through the medium of 
universal air conditioning and acclimatiza- 
tion, the civilian population exercises invol- 
= untary control of this condition; however, 
no such control measures are available or 
desirable at Lackland Air Force Base, the 
sole basic training center for airmen in the 
= United States Air Force. Young American 
men from all walks of life and all geo- 
graphical regions of the U.S. come to this 
base for indoctrination and training in the 
— U.S. Air Force. During the summer 
= months, heat acclimatization becomes a 
_ major problem for many of them. To some 
- extent this is alleviated by scheduling heavy 
= labor periods during cooler hours of the day, 
he adjusting the workload to fit high tempera- 
ee. tures and high humidity periods, and con- 
Bs. ducting an active educational program in 
= the early recognition and prevention of the 
ic more catastrophic aspects of heat illness 
naa before it occurs. The heat eruptions in them- 
selves are of little importance, causing for 
_ the most part only transient and minor 
_ irritations for the patient. However, they 
= routinely precede and accompany the more 
= serious manifestations of heat illness 
= (thermogenic anhidrosis, etc.) which are 
_ sometimes fatal and often crippling. For 
these reasons it was thought important to 
» continue clinical and therapeutic investiga- 
= tion started during the summer of 1953,1. 
in the hope that such observations would 


‘eee 
ay 


Submitted for publication June 12, 1959. 

| Dermatology Service, U.S.A.F, Hospital, Lack- 
a land. 

A This work was assisted by a grant from Bristol 
KL. Laboratories, Inc., Syracuse, N.Y. 
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add to our knowledge regarding the preven- 
tion and control of miliaria. 

In spite of recent classical research per- 
formed and reported by Shelley, Horvath, 
and Pillsbury *; O’Brien,? Hermann and 


Sulzberger *; and clinical observation re- 


ported by Lobitz and Dobson,® Lubowe and 
Perlman,® Lyons and Hunt,! Forbes and 
King,‘ and others, neither the etiology nor 
the treatment of these conditions has been 
definitely agreed to. No distinction has yet 
been made between experimental miliaria 
which is laboratory produced and naturally 
occurring miliaria which is observed among 
populations in predisposing climates, if a 
difference actually exists. The investiga- 
tions conducted by Shelly, Horvath, Sulz- 
berger and others prove beyond a doubt 
that miliaria rubra can be produced on 
experimental subjects in many ways, the 
common denominator being injury resulting 
from maceration by sweat itself. These in- 
vestigators believe that the occlusion of the 
sweat pore is nonspecific, bearing no pri- 
mary relation to a fungus, as thought by 
Smith, or to bacteria, as reported by Ac- 
ton.? O’Brien,® after completion of a num- 





ber of outstanding investigations on eccrine — 


disturbance, agreed that blockage of the 
sweat duct was an essential characteristic 
of miliaria. However, through further work 
he became convinced that staphylococcal in- 
fection of the sweat pore was an important 
factor, and probably the trigger mechanism 
in the production of naturally occurring 
tropical miliaria rubra. 

In 1953, Lyons and Hunt! conducted a 
clinical research study designed to measure 
the effectiveness of an agent on tropical 
miliarias hoping that clinical results would 
serve to validate or invalidate the (O’Brien) 
suspected role of staphylococci in the pro- 
duction of miliaria rubra. This controlled 
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i study showed that neomycin lotion produced 
objective clearing rapidly and effectively. A 
- control lotion without neomycin also pro- 
Ded objective clearing, but the response 
was more variable and less predictable and 
i required a longer period of time (10.1 days 
5 compared with 7.9 days). This study was 
- not conclusive although the results sug- 
ee gested that acute tropical miliaria is favor- 
ably influenced by an antibiotic which is 
generally effective against staphylococci 
when applied locally in an emulsifying ve- 
z hicle. 
= One year later, Forbes and King? re- 
_ ported favorable clinical results using the 
same preparation. However, their series was 
neither controlled nor large enough to do 
=- more than verify the tentative conclusions 
-of Lyons and Hunt.? The same year (1956), 
Stamm and Mitchell! treated 14 patients 
suffering from miliaria rubra, 6 with neo- 
mycin sulfate ointment and 8 with hydro- 
cortisone ointment and control. Using the 
method of paired comparisons with a con- 
trol, they reported clear-cut negative results. 
Again, unfortunately, the length of time 
observed was so short and the number of 
cases so few that no valid comparison could 
be made. 


= Jelliffe’* found, during a recent clinical 
study, that 97% of Bengali children in 
Calcutta, India, showed eccrine lesions in 
the summer months and that secondary in- 
fection was common. Without any other 
evidence, Jelliffe concluded that the theory 
that miliaria rubra was of infectious origin 
was no longer tenable and added that the 
_ basic factor was poral closure. His findings 
added nothing new to the etiological knowl- 
edge of the naturally occurring disease, but 
ecologically it showed that miliaria rubra 
is common in indigent populations rather 
than rare, as previously reported by Her- 
mann and Sulzberger.* Neither did Jelliffe’s 
paper nullify the possibility that staphylo- 
cocci play some role in producing a trigger- 
ing action in the naturally occurring disease 
of miliaria rubra as he stated that most 
_ patients were secondarily infected. 
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The dilemma to be resolved is one of 
proving whether there is an essential differ- 
ence between experimental miliaria and nat- 
urally occurring miliaria. It is generally 
accepted that the normal resident flora of 
the human skin can, under certain circum- - 
stances, act as a disease-producing agency 
although the organisms involved are not 
pathogenic from a laboratory classification 
standpoint. Although his research neither 
advances the theory nor resolves the di- 
lemmas, it is the first in a series of continu- - 


\ 


ing clinical observations on the disease of 


miliaria rubra occurring naturally among 
personnel at this large United States Air 
Force Base. We believe that clinical obser- 
vations have not been complete, and that 
knowledge of the normal occurrence, cause, 
and therapeutic approach has not been final- 
ized. This series, therefore, was designed 
to allow clinical and bacteriologic observa- 
tions and, in addition, to measure the aver- 
age normal course of miliaria in Texas- 
uninfluenced by therapy. 


Method of Study 


Tetracycline had been reported effective in the 
control of the pustular manifestations of acne by 
Robinson” and Harris.“ It was agreed, with 
reservation, that tetracycline phosphate complex 
would be prescribed orally for alternate miliaria 
patients who presented themselves for treatment 
at the Dermatology Clinic. This procedure was 
adopted without knowing whether tetracycline is 
secreted in sweat in large enough concentrations 
to be effective or whether tetracycline is an ef- 
fective antibiotic for staphylococci present in normal 
pores of miliaria patients. It was realized that 
whether these criteria were satisfied or not, base 
lines could be established for following studies. 

In order to eliminate bias, capsules in identical 
glass bottles, numbered 57A-356 and 57A-357, 
respectively, were provided. One of these contained 
tetracycline, 250 mg. size, and the other, inert 
material. The identity of the “active” capsules was 
not divulged until completion of the project and 
reporting of the results to the Bristol Laboratories. 

Patients with miliaria who presented themselves 
to the Dermatology Clinic were given preparations 


356 and 357 alternately. All were treated on an 


outpatient basis, and no instructions were given 
concerning job, work, or play habits. The only 
specific directions given were to take one capsule 
four times daily and to return in one week. Most 
patients were kept on the same preparations for- 


139/443 





peer A g 
ay 


. 
ae 
th S 


Ge 
` RS 
y 


es 


45 


tA . . 
Png g 


i 
sa A 


¥ + 
AE at oo 
<A. =>" Re 


= with miliaria 


mes. ment.” 











14 days. In a few instances when the patient’s 
condition remained the same or became worse, he 
was shifted to the other preparation after seven 
days. Before treatment, bacterial cultures were 
taken from the affected area by rubbing a cotton- 
tipped applicator vigorously for 10 strokes and 
placing in broth. Cultures were taken at the end 


= of the treatment period, but no later than two 


~ weeks after the start of treatment. 


Results 


Staphylococci Isolated.—Before and af- 
ter cultures were obtained on 34 patients 
rubra. Coagulase-positive 
staphylococci were isolated and identified 
from the skin area affected by miliaria 
= rubra in 13 of them (35.1%) before “treat- 
At the end of the “treatment” 
period, six had negative cultures of coagu- 
lase-positive staphylococci and seven still 
had these organisms present. Of the six 
patients with no coagulase-positive staph- 
ylococci isolated after “treatment,” four 
were clear, and two improved. Of the seven 
still harboring coagulase-positive staphylo- 
cocci, two were clear, four improved, and 
one the same. The coagulase property of 
staphylococci was used as the single crite- 
rion for pathogenicity. If one can accept 
that pathogenic staphylococcal forms are 
- constantly carried on the skin or in the nose 
= by approximately between 20% to 50% of 
all persons,’ the percentage found in this 
= series varies little from the expected nor- 


oe inal. 


Observations of Pustule Formation.— 
Clinical observation of 51 patients was made 
for the presence or absence of pustule for- 
mation unassociated with hair follicles, as 
well as for the severity of the disease at the 
time of initial visit. We found that 32 of 
the 51 patients, or 63%, had grossly ap- 


Number and Percentage—Distribution of Cases by Type of Preparation and Results 
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parent discrete pustules, interspersed with K 
the usually described vesicopapules on an 
inflammatory base. These pustules varied in 
development from papules topped with a 
locus of purulent material to frank pustules 
as large as lentils. No relationship between 
the observed severity of cases and the pus- — 
tule formation was apparent. 
Results of Medication of the Fifty-One — 
Patients in This Study—Of the patients — 
treated, 28 received preparation, 356 (tetra- 
cycline phosphate complex); and 23 re- | 
ceived preparation, 357 (inert material). 
Clinical results were practically identical 
with the two preparations. This is shown _ 
in Table 1, which also includes the results — 
of therapy with neomycin lotion and a 
placebo lotion obtained from a previous ~ 
study.! f 
It is evident that the oral administration _ ha 
of tetracycline phosphate complex has no A 
effect on the clinical course of miliaria. 
Even if bacteria are a factor in the disease 2 
process, an effective antibiotic given orally — 
or parenterally would have to be excreted — 
in sweat in sufficient concentration to exert | 
an influence on cocci residing within the — 
occluded poral duct.+ Results in this series _ a4 


/ 
crdh 2. 
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+ During the course of the present study Dr. G. P 
Arnold Cronk ™® agreed to inaugurate a pilot study nh 
to determine whether tetracycline was excreted inatt 
sweat or not. He administered 500 mg. of tetracy- 
cline phosphate complex (Tetrex) to a young male g 
patient. Knowing that the peak serum concentra- 4 
tion occurs between two and three hours after 
ingestion, he collected sweat from the patient be- 
tween the second and third hours. Serum concen- 5 
trations were found to be of 1.7 mc. per ml. and © 
2.3 mc. per ml., respectively, at that time. The ; 
sweat was collected by applying heat to the fore- 
arm and collecting sweat with a sponge. In 1 ml. 
of sweat obtained, no tetracycline activity was 
found by bio-assay. 


Clear Improved Same Worse Ay. 
Cases, ——— 
Preparation No. No. % No. % No. % No. A A 
Tetracycline (oral) 28 12 43.0 46.0 2 
Placebo (oral) 23 10 43.0 48.0 2 
Neomycin lotion * 40 34 85.0 13.0 1 
Placebo lotion* — 31. 16 52.0 23.0 7 





* Results obtained from a previous study by one of us.? 
140/444 





x 3 i o Maes re . 
STA gE “i a 


s a r ji Aim i: a 
be. te ha: tr ‘ : s 


Mi LIAR RUBRA 











SMA latiavorably with the results ob- 
tained by local application of neomycin 
lotion (85% clear) and placebo lotion 
(51% clear). 
Pa | Comment 
-~ Although many papers written on the 
“subject of miliaria rubra mentioned the 
common occurrence of pustules, no measure 
was found of their incidence in patients 
who had naturally occurring eccrine dis- 
turbances. Lubowe and Perlman ® applied 
the term “periporitis staphylogenes” to an 
inflammatory complication in sweat disturb- 
ances in children and infants because they 
considered its presence “common.” Lobitz ® 
invented the term “Pustular miliaria” but 
denied it was due to infection. 

Clinical observation at this hospital indi- 
cates that naturally occurring miliaria rubra 
without pustules is uncommon inasmuch as 
over 60% of our series of patients demon- 
strated easily identifiable gross pustular le- 
sions. Furthermore, it was thought that if 
“magnification had been used to check each 
patient, pustules would have been found in 
every case of this type. Pustular lesions 
“normally accompany naturally occurring 
tropical miliaria and the separate terms 
coined by others to describe cases of mili- 
aria rubra with “superimposed infections” 
are unnecessary. As a result of our re- 
peated observations, we feel that miliaria 
Baits. i is a vesico-papular and vesico-pustular 
disease of the eccrine apparatus. 

This series adds little to the theory that 
_ staphylococci or other organisms act as the 
trigger mechanism in the production of 
miliaria rubra. Rather, the study demon- 
strates that tetracycline is not secreted in 
sweat, and, thus, when given orally, could 
have no favorable effect on the therapy of 
miliaria rubra if staphylococci are a factor. 
= This study served to establish a base line 
for future studies on therapeutic agents in 
the management of miliaria rubra in this 
controlled population. It showed that ap- 
proximately 40% of patients with miliaria 
rubra in Texas will clear spontaneously 
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the application of an emulsifying inert lo- 
tion could increase the spontaneous cures 
of such patients to over 50%. However, 
results do not compare favorably with the 
85% cleared by use of an emulsifying ve- 


hicle with neomycin added. The findings of — 


future studies using a lotion containing the 


water soluble antibiotic kanamycin will be-s at 
compared with those of an earlier study — re 
(Lyons and Hunt’) in order to refine fur- 


ther the present conclusions. g 


Conclusion 


Tetracycline phosphate complex when ad- 
ministered orally is not secreted in sweat 
and, therefore, could have no effect on the 
therapy of miliaria rubra, if triggered by 
staphylococci. 

Approximately 40% of cases of acute 
tropical miliaria rubra in Texas will clear 
spontaneously within 14 days without any 
other treatment. 

Pustules are a common occurrence (over 
60%) in naturally occurring tropical mili- 
aria and are considered normal in the dis- 
ease. 

Laboratory induced “miliaria rubra” 
should not be confused with the naturally 
occurring disease. Although it is agreed 
that poral closure is the common de- 
nominator in both conditions, the role of 
staphylococci as the trigger mechanism in 


producing the naturally occurring disease ~ 


has not been disproved. 
U.S.A.F. Hospital, Lackland. 
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-2,5-Dihydroxyphenylpyruvic Acid and Collagen 


| Diseases 


MAURAY J. TYE, M.D.; SHERMAN MASTERS, B.S.; BERNARD APPEL, M.D.; HERBERT WHITE, M.D.; 
_ TAKEHIKO TANAKA, M.D.; W. E. KNOX, M.D.; ANDREA CULLEN, B.Sc., and 


_ Hypersensitivity to physical,+* chemical,*® 
and bacteriological substances, altered 
cellular metabolism,®1! and endocrine ab- 
normalities 113 have been implicated in 
attempts to explain the pathogenesis of the 
various collagen diseases. The abnormal 
metabolism of phenylalanine and tyrosine 
has now been postulated by Nishimura et 
al.441© as a biochemical clue to the etiology 
of collagen diseases. The concept of col- 
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lagen diseases by Klemperer et al.,1818 which 
originally included acute disseminated lupus 
erythematosus, scleroderma, and later, der- 
matomyositis, has now been extended by 
Nishimura et al. to include Weber-Chris- 
tian disease, chronic discoid lupus erythem- 
atosus, periarteritis nodosa, acrosclerosis, 
and rheumatoid arthritis. We were im- 
pressed with this proposition and have at- 
tempted a confirmation of their work. 

In 59 cases of the above diseases studied 
by Nishimura et al., they detected a sub- 
stance in the urine which they identified 
provisionally as 2,5-dihydroxyphenylpyruvic 
acid (hereafter designated 2,5-DHPPA). 
This substance was not found in normal 
urines. They assumed that this substance 
resulted from the inability of the patients 


— H HO 4 aa 
ocak ne a Fig. 1—This diagram 
indicates some of the in- 
| termediate pathways in 
È the catabolism of phenyl- 
10% SS cn enn ov pyre alanine and tyrosine in 
m che 3 -è i the normal individual, as 
rn ee well as the sites of the 
EE “blocks” in albinism, al- 
i S kaptonuria, scurvy, and 
phenylketonuria. The hy- 
OH o OH pothetical conversion of 
? ‘=e Gee a Dus p - hydroxyphenylpyruvic 
‘ = acid to homogentisic acid 
OH OH 


2,5-Dihydroxyphenylpyruvic Acid 


t ti 

wi 

See y N 

is Neg oF 
PSS bee eS 


through 2,5-DHPPA, as 
originally suggested by 
Neubauer and Flatow,” 
has been excluded, but 
2,5-DHPPA may arise 
from an unknown source 
as indicated. 


Block in 
Alkaptonuria 
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_ affected with these diseases to completely 
=- metabolize 
AFi T). 


phenylalanine and tyrosine 

We have examined the urines of 10 sim- 
ilar cases and 5 controls by methods which 
would have detected at least 1 mg. of 2,5- 
DHPPA excreted per day. None was 
found. Our results do not confirm or deny 
the excretion of some other abnormal 
metabolite by this group of cases, though 


we did not notice such a substance in the 


course of our experiments. 


Metabolism and Properties 
of 2,5-DHPPA 


Except for the provisional identification 
in urine by Nishimura et al., 2,5-DHPPA 
is not known to occur in the normal metab- 


olism of phenylalanine and tyrosine. Long 


ago, 2,5-DHPPA was thought to be a 
metabolic intermediate between p-hydroxy- 


 _phenylpyruvic acid and homogentisic acid 
(Fig. 1), because feeding of it increased 


the excretion of homogentisic acid in alkap- 
tonuric patients.” However, isolation of 
this enzyme step revealed that 2,5-DHPPA 
was not formed from p-hydroxyphenyl- 
pyruvic acid, nor acted upon by the enzyme.!8 
The possible formation of 2,5-DHPPA by 
some other route has not been excluded, 
and for this reason it is Topéeséntod in 


Figure 1. 


2,5-DHPPA is a strongly reducing keto 
acid which, in weakly acid solutions, readily 
forms a lactone by elimination of water be- 
tween its carboxyl and o-hydroxy groups. 
It exists predominantly in the lactone form, 
except in alkaline solutions, and it was in 
this form that the synthetic material was 
isolated and used in the present studies. 
The free acid would have been detected by 
the same methods used here, since the initial 
acidification and concentration of the urine 
was found to convert it to the lactone form. 


Nishimura et al. provisionally identified 


j 2,5-DHPPA on the basis of the similar 


behavior, on one-dimensional chromato- 
grams, of the synthetic compound and a 
substance in acidified and concentrated 
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Kg 
urines (R; 0.45 and Ry 0.25 in n batanda 
acetic acid-water, 4:1:1; R; 0.25 in water- _ 
saturated butanol containing a few drops po% 
of formic acid). The spots were detected x 
by their purple fluorescence, and by a $ 
variety of color reactions, depending, on the 

reducing or keto functions of the compound. 

Spectrophotometry of the eluted spots 

showed maxima at 280-2854, attributed to — 
the free acid (R; 0.45), and at 260-265p, — 
attributed to the “oxide (quinoid type?)” 
(R; 0.25). These properties are slightly p 
different from those we associated’ with _ 
2,5-DHPPA, and they could be shared byy , 
a number of related compounds. yig 


Our single-dimensional chromatograms, — 
similar to those of Nishimura et al., showed e 
a fluorescent spot from both pres < ae 
pathological urines at R; 0.75-0.85. These — 
solvents did not separate 2,5-DHPPA (Ry í 
0.75-0.85 and R; 0.55-0.60) from related 
compounds which might be present in the — 
urines of this group of patients, such as _ 
gentisic, salicylic, and salicyluric acids. We, 
therefore, employed a preliminary concen- 
tration and ether extraction of the urine to — 
simplify its composition, and analysed for _ 
2,5-DHPPA in these extracts, either by a 
two-dimensional chromatographic system 
designed to separate it from its congeners 
(Method 1), or by its pronounced spectro- 
photometric absorption at 330. (Method | 
2). When these determinations were nega- 
tive, spectrophotometry of the eluted zones _ 
to which 2,5-DHPPA was expected to- 4 
migrate was done to increase the sensitivity 
of the detection (Method 3). 


A 


p 
E 
3 
4 


Experimental a 


Standards.—Samples of 2,5-DHPPA lac- | 
tone, made by Neubauer’s method,'® were _ 
used, which had been prepared by Dr. AK 4 
N euberger, National Institute of Medical — 
Research, London, and at the Cancer Re- _ 
search Institute, New England Deaconess | i 
Hospital. Gentisic, salicyluric, and salicylic 
acids were obtained from — 
sources. (ee 
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oes F g. 2—A two-dimen- 
ii chromatogram of 
BYE, tandard compounds and 
or ract of urine 
from a patient (No. 9) 
wi subacute disseminat- 
ei < s erythematosus. 
Letters indicate (a) 2,5- 
PPA lactone stand- 
ard, (b) gentisic acid 
= standard, (c)  salicyluric 
acid standard, (d) sali- 
-elic aad standard, (S1) 
= point of application of 
est E ards, aret Soirnsion, 
y ) point of application 
F bat standards, second di- 
in "mension, (x) point of ap- 
lication of ether extract. 
ne containing dot 
ms howed fluorescence be- 
rore the paper was 
_ sprayed with n-2,6-tri- 
_ chloro-p-quinoneimine, 
= Shaded spots showed 
_ blue-green fluorescence 
before spraying, and 
__ grayish-purple color after 
spraying. 
R 
l . . 
~ Ether Extracts of Urine—The urine acid, dissolved in water, was added to the 
_ specimens from all patients were complete concentrated urine to a final concentration — A 
_ 24-hour quantities and were processed im- of 5%, and the solution adjusted to pH ihe 
mediately after collection, They were with 6N HsSO,. The concentrated urine was — Be: 
_ brought to pH 4.5 with HsSOq, and con- then centrifuged to remove the protein. The a 
- centrated under reduced pressure to less supernatant was filtered, and made one-half _ 
than 200 ml. by means of a rotary evapora- saturated with NasSOy. Two drops of 


tA tor in a water bath at 60 C. Metaphosphoric antifoam was added. The filtrate was sub- A 













































First Dimension (Benzene-Acetic Acid- 
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Fig. 3.—A two dri prs 
sional chromatogram of 
ether extract of normal 
urine (Control No. 5). 
to which standard 2,5- 
DHPPA lactone had been 
added before extraction. — 
Identification of spots z as 
in Figure 2. “ot 


50 


Second Dimension (Butanol—Pyridine-NoCl) 
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DENSITY 


OPTICAL 
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-jected to an 8-hour continuous ether extrac- 


tion. Forty grams of anhydrous MgSO, 
was added to the ether extract to dry it. 
The ether solution was concentrated on a 
steam bath to a volume of less than 100 ml., 
and filtered. This extract was used for the 
various analyses. 

= Recovery of 2,5-DHPPA lactone, in this 
procedure, was demonstrated by addition 
of 15 mg. of the standard compound to half 
of the 24-hour urine of a person without 
collagen disease. This was extracted as de- 
scribed. The second half was evaporated and 
extracted in the same way, and then 15 mg. 
of the standard compound was added. These 
two preparations showed similar fluorescent 
spots after chromatography (Method 1) 
and similar spectrophotometric curves of 
the eluted spots (Method 3). The curve of 
2,5-DHPPA lactone put through this pro- 
cedure is shown in A JI, Figure 4. 

Paper Chromatography (Method 1).— 
Two-dimensional ascending chromatograms 
on Whatman No. 1 paper were run, with 
the ether extract representing 4-8 ml. of a 
24-hour urine. The first-dimension solvent 
consisted of benzene-acetic acid (4:3) satu- 
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Fig. 4.—Absorption — 


spectra of standards and 


of urine extracts at pH — 


7.0. (AI) Standard 2,5- 
DHPPA; (AII) Ex- 
tract of normal urine 


(Control No. 5) to which 


15 mg. of standard 2,5- 
DHPPA has been added 
before extraction; (A III) 
Extract of the same nor- 


mal urine; (BIV) Elut- © 


ed area of a chromato- 
graph of an extract of 
the same normal urine to 
which 2,5-DHPPA was 
subsequently added; (B V) 
Extract of urine from a 
patient with systemic lu- 
pus erythematosus (Pa- 
tient No. 6). 


320 340 360 
WAVE LENGTH my 


rated with water. The strip containing the 
standard spot (0.15 u mol 2,5-DHPPA lac- 
tone) was then cut off. A new standard spot 
was applied and the chromatogram was al- 
lowed to ascend in the second dimension 
for 8 hours in a solvent made with u-buta- 
nol-pyridine-water saturated with Nacl 
(LEZ; (Fig, 2-& 3) 

The standard 2,5-DHPPA lactone showed 
a bright blue-green fluorescence under 
ultraviolet light at R; .49 in the first di- 
mension and at about R; .84 in the second 
dimension. The _ second-dimension value 
ranged, in different chromatograms with the 
same extract, from Ry .77 to R; .90. In the 
first dimension, gentisic acid appeared at 
R; 46, salicyluric acid at Ry .59, and salicy- 
lic acid at R; .86. In the second dimension, 


these compounds appeared together at ape 


proximately Fy .60. 
When sprayed with 
quinoneimine (0.05% in acetone) followed 


by half-saturated solution of NasCOs, a 


standard 2,5-DHPPA lactone spot de- 
veloped a grayish-purple color. There was 
no corresponding colored spot in any of the 
urines. The salicylic acid derivatives gave 


ia 
say 


wLa i p A AN., 


n-2,6-trichloro-p- 
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-blue spots. This procedure was a more Seri. 
à l sitive indicator of 2,5-DHPPA lactone than 

Fike other chemical tests used by Nishimura 

vi al. 

_ Direct Spectrophotometry (Method 2).— 

SA sample of 3 to 4 ml. of the ether extract 
i was washed twice with 10 ml. of 0.4 M 
À phosphate buffer solution, pH 7.2. The ether 

was evaporated, and the residue was taken 
X up in water, diluted five-fold to ten-fold, 
and the pH adjusted to 4, 7, and 10 in 
i; different samples. The spectra of these 
= samples were determined in a Beckmann 

DK recording spectrophotometer. 
$ =- The standard solution of 2,5-DHPPA 
_ lactone has, under these experimental con- 
ditions, an intense absorption maximum 
near 3304 which increases in density with 
higher pH. Studies of these spectra as low 
as 2304 were also run, which were con- 
firmatory (Fig. 4). 

Spectrophotometry of Eluted Chromato- 
grams (Method 3)—A sample of 2 ml. of 
ether extract of urine was developed on 
= paper for 14 hours in n-butanol-pyridine- 
water saturated with NaCl (1:1:2) (second 

solvent of Method 1). The spots were then 

located by their fluorescence, or by reference 
to a spot made by the standard on the same 


Controls and Patients Examined for Urinary Excretion of 2, 5-Dihydroxyphenylpyruvic Acid Bi 








paper. The spots were eluted with 10 ml, 
of water, diluted 3 to 6 times, and Dorte 

adjusted to pH 4, 7, and 10. Optical denden f. 
curves were then charted as in Method 2. we . 
Figure 4, curve B JV, illustrates a curve of 
added standard by this procedure. Control 
experiments of this sort were able to demon- 
strate an amount of 2,5-DHPPA lactone 
corresponding to the excretion of 1 mg. per 


day. se 
a 

Results ne 

DS 

The Table summarizes the tests per- — a 
KE 


formed on each of the individuals. We did 
not find 2,5-dihydroxyphenylpyruvic acid in 
the urine of any of the 10 patients or si aS i 
controls we studied. A number of them ex- ae 
creted substances derived from E a 
acid. 


f » 


In addition to these cases, Dr. Nishimura ae 
kindly sent us extracts prepared by his Ee 
method from the urine of two patients with ~ 
diagnoses of rheumatoid arthritis and of © =. 
dermatomyositis. Although one of these ee 
extracts had darkened, as might be expected — 2 
from the easily oxidized 2,5-DHPPA, © 
neither extract contained 2,5-DHPPA when a. 


examined by Methods 2 and 3. E 


Salicylates Method of 


_ ~ Controls Sex Hospital Diagnosis Administered Analysis ¢ > E 
CAD we 
2 1 F NEDH* No disease Yes 1 E 
i 2 F NEDH No disease No 1 Eday 
3 M NEDH Diabetes Yes 1 S A 
= 4 F NEDH Diabetes Yes 1&2 3 vy 
| 5 M BCH} No disease No 1,2,&3 Ss 
` Patients a 
Pea 1 M VA Hosp Lupus erythematosus (acute systemic) Yes 1 i 5 
v, 2 M VA Hosp Periarteritis nodosa No 1&2 Ne 
5 3 M VA Hosp Rheumatoid arthritis Yes 2&3 an 
en 4 M VA Hosp Lupus erythematosus (chronic systemic) No 2 a 
ee 5 M VA Hosp Rheumatoid arthritis Yes 2 ig 
6 F BCH Lupus erythematosus (acute systemic) No 3 “= a 
" 7 F BOH Rheumatoid arthritis Yes 3 eee 
ú m8 F BCH Lupus erythematosus (subacute systemic) Yes 3 F, sAN 
t z A Ey 9 F BCH Lupus erythematosus (subacute systemic) No 1 a x 
Pe 10 F BCH Rheumatoid arthritis No 1 ee 
g se S i. 
S Toe a iQ 
È w oP En ce. 
5 _ * NEDH indicates New England Deaconess Hospital. — 
+ BCH indicates The Boston City Hospital. F 


1. paper chromatography, 2. direct spectrophotometry, and 3. spectrophotometry of eluted paper chro- — oS + 


ł Methods of analysis: 
ee ge reioereras See “Experimental” section in text for details of methods. PE 
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Comment 

cf _DHPPA in the urine of patients with col- 

- lagen diseases, if confirmed, was viewed by 

= J us to be a fundamental study in the search 

A -7 for a common factor in the perplexing col- 

= lagen group of diseases. 

4 In our preliminary studies with single- 

-dimensional chromatography, using the same 

E _ solvent as they used, we also found fluores- 

oa cent spots at the Ry of 2,5-DHPPA lactone, 
although these were at different Ry values 
_ than reported by Nishimura et al. 

a In view of the fact that the R; of a num- 
ber of similar compounds, including salicylic 
acid, salicyluric acid, and gentisic acid, was 
like that of 2 5-DHPPA i in our one-dimen- 

E sional chromatograms, a two-dimensional 

; a procedure was used to separate these sub- 
= stances from 2,5-DHPPA lactone. The 

us a fluorescent areas, under these conditions, 
= were shown to be due to salicylic acid de- 

a rivatives. When sprayed with n-2,6-trichlo- 

= fo-p-quinoneimine, the color reactions 

3 = were different from that of the standard 

Mi J25- -DHPPA. Spectrophotometry studies of 

the extracts, as well as of the eluted areas, 

ron from chromatograms also failed to detect 

Ad  25DHPPA. 


3 









Conclusion 

| We failed to find 2,5-dihydroxyphenyl- 
k py acid lactone, in detectable amounts, 
-~ in the urine of ten patients with collagen 
diseases. The methods employed would have | 
detected amounts as low as 1 mg. per 24- 
=- hour urine volume. Absence of the lactone 
> form precludes the acid form. 

Dr. Bernard Appel, 281 Ocean Street, Lynn, 


We wish to acknowledge the help of Dr. Sol 
panies Boston V.A. Hospital, in collecting urines 
_ from several patients. 
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Introduction 


Critical evaluation of the potency of 
_ topically applied steroids has been a difficult 
3 task. The method of evaluation most often 
-used has been clinical trial in inflammatory 
© dermatoses, using symmetrical sites for 
j paired comparisons.” This technic is at 
- best a tedious one, and is limited to the 
_ comparison of two treatments in each sub- 

ject. It is difficult to find treatment sites 
- which are exactly comparable, and large 
s numbers of subjects must be used to obtain 

- significant figures. The evaluation of the 
results of these clinical trials is not precise, 
and readings must be made by trained per- 
sonnel. For example, with hydrocortisone, 
$ posh clinical usage has long since estab- 
lished its usefulness, it may be difficult to 

"distinguish this agent from a placebo in 

carefully controlled clinical trials.6 It is 
_ clear that an efficient laboratory method is 
needed to allow for rapid screening of 
topical anti-inflammatory activity of the 
oe of analogs of hydrocortisone 






r 
Lm 
į- 


= which are now being synthesized. This re- 
port describes such a method, and gives 
-some preliminary results which have been 
obtained with typical steroids. Basically, it 
-depends on the reduction in erythema ob- 
= tained when the steroid is applied in com- 
' bination with a standard irritant. The 
usefulness of such a laboratory method de- 
-pends upon how well its predictions are 
- borne out by clinical usage. The correlation 
preen this method and clinical results 
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has been reported on by Schlagel and 
Northam.‘ ge 


Materials and Methods 3 


sewn to a thin polyethlene backing, were — 
saturated with the test solution, consisting 


agent. Patches were applied to the inner 
surface of the upper arm, and held in place — 


- 

t 
a 
ane. s 
g 


$: 


of the mixed irritant and anti- pee 5 






2 é 


The compounds to be evaluated were dis- E 
solved in redistilled tetrahydrofurfuryl al- Z i; 
cohol (THFA).* This agent was chosen 
because it was found to produce a moderate E 
-irritant reaction when applied to human 
skin, suitable for test purposes. It was also E 
an excellent solvent for a wide range of 
steroids and other compounds, of very low “4 
toxicity, and of low volatility. Flannel square 
patches measuring one and one-half inches, a 


oa 
se? 
N 


a 


from late afternoon to the following nota i 


ing. This time interval was sufficient wA 


produce a moderate erythema at the control 


site, and was also a convenient schedule for 
processing groups of human volunteers. 


a” 


yi 


When the patches were removed, the sites Rast 
were marked so that they could be located © a 
later. Erythema at the test sites was eval- cK 


uated about one hour after removal of the 
patches. A séven-point scale was cmplopel a 
ranging from 0 to +6 (severe) erythema. — 
When the skin sites which were treated with 
the experimental agents in THFA exhibited 
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significantly less erythema than the irritant pss 
alone, the agent was rated as having anti- 


inflammatory activity. When the treated sites __ 
exhibited erythema which was equal to or | 
greater than the control, the agent was rated 

S 


as being without activity. Test compounds 


were run in duplicate on symmetrical sites 
* Obtained from The Quaker Oats Co., Chicago. 
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Compound 


as "hs Hydrocortisone 

s Hydrocortisone-21-acetate 

Cortisone-21l-acetate 

Hydrocortisone-21-stearate 

ee Hydrocortisone-21-hemi-succinate 

Hydrocortisone-21-hemi-8, 8-dimethylglutarate 

i Hydrocortisone-21-furoate 

sm Hydrocortisone-21-diphenylacetate 

me: Prednisolone-21-(2-chloro-4-nitrobenzoate) 

Prednisolone-21-hemi-8, 8-dimethylglutarate 

11-desoxy-17-hydrocorticosterone (Reichstein’s substance ‘‘S’’) 

-o A 11-desoxy-17-hydroxy-ô-9,11-corticosterone-21-(2-chloro-4- 

ie nitro-benzoate) 

11-desoxy-17-hydroxy-2-methylcorticosterone-9,11-oxide- 
21-acetate 

21-F luoroprogesterone 


* N.S. indicates not significant. 


with THFA as a negative control and 
= THFA-2.5% hydrocortisone as a positive 
= control.t The results were analyzed by the 
£ < method of y. 

k. The erythema usually observed in the 
= control sites disappeared in from one to 
= four days without treatment. A few individ- 
= uals exhibited severe reactions to THFA, 
~and developed vesiculation which persisted 
= for about 10 to 14 days without treatment. 
== These subjects were not used again. A few 
~ — others became more sensitive on repeated 
© use, and were also dropped from further 
tests. However, by this procedure most 
subjects had only moderate skin reactions 
`. and could be tested many times. When a 


Ao =- more occlusive patch was used, such as 
œ> Elastoplast (Duke Laboratories Inc., South 
~ Norwalk, Conn.), in place of the flannel 
= patch, the erythema was more pronounced, 
> and many more subjects could not be re- 
a o = tested because of the prolonged reactions. 
E Results 

À p : Fourteen steroids were tested, with results 
= as indicated in the Table. No attempt was 
- made in this study to establish minimum 
|. effective- concentrations, although concentra- 
eE tions as low as 0.1% of hydrocortisone 
A acetate could be shown to have anti-inflam- 


aa + Steroids were supplied by courtesy of The 
Upjohn Co., Kalamazoo, Mich. 
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Anti-Inflammatory Effectiveness of Steroids 


mer me 


Effective Probability 
No. of Trials Trials (%) Level (%) 

161 89 > 99.95 
29 77 >99.95 
36 61 N.S. * 
16 19 N.S 

16 50 N.S 

16 50 N.S. 

32 84 >99.95 

16 81 97.5 

32 53 >99.95 
32 53 N.S 

16 43 N.S 

17 29 N.S 

17 47 N.S 

16 38 N.S 


matory activity. Most compounds were 


tested at 2.5% (w/v) concentration. It should 


be noted that no agents known to be inactive 
in clinical topical use showed activity in the 
test. No correlation is apparent between the 
results of this test and systemic activity, as 
measured in the granuloma pouch test. Thus, 
the furoic and diphenylacetic acid esters of 
hydrocortisone are inactive in the granuloma 
pouch, whereas the stearic acid ester, hemi- 
succinic acid ester, and hemi-8,8-dimethyl- 
glutaric acid ester are active. These findings 
are reversed in the topical test. Thus it is 
conceivable that screening of steroids for 
anti-inflammatory activity by such tests as 
the granuloma pouch test for systemic ac- 
tivity could have missed compounds which 
are topically active. In the group of com- 
pounds tested, a hydroxyl group at C-11 
seems to be necessary (but not sufficient) 
for activity. 


Comment 


The test method described is relatively 
rapid and inexpensive, compared to the 


usual clinical trials, and allows for the 


screening of large numbers of compounds. 
Human subjects are used, avoiding the usual 
difficulties with species differences which 
are associated with laboratory animal screen- 
ing procedures. Another advantage is that 
systemic effects due to any stress induced 
by the test procedure are cancelled out, since 
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“LAB EVALUATION OF TOPICAL AGENTS 
ts 
“controls and test agents are applied to the 
same individual, and stress factors should 
therefore affect all sites equally. It suffers 
from the inherent disadvantage, however, 
that the test compound must have little or 
no irritancy itself at the concentration tested, 
-since this would tend to obscure its anti- 
-inflammatory activity. It is very difficult to 
"devise a suitable correction factor for the 
- inherent irritancy of the test material. 
Several other test procedures have been 
described in which anti-inflammatory agents 
are used against experimentally induced in- 
_ flammation, with varying degrees of success. 
= Thus, Everall and Fisher,1? Malkinson and 
-= Wells, and Kanof 14 found that hydro- 
cortisone did not reduce the erythema result- 
ing from ultraviolet exposure. Kanof also 
reported aggravation if hydrocortisone was 
applied following thermal burns. Hax- 
thausen 1° was partially successful in treat- 
ing electrophoretically provoked allergic 
reactions, but only by using very high con- 
centrations (2.5%) of fluorohydrocortisone. 
-= Kalz and Scott®’® were able to reduce 
reactions if they pre-treated the test site two 
to eight hours before the inflammatory 
stimulus (ultraviolet radiation, mustard oil, 
Grenz ray, nitric acid). Wells 16 was able 
to treat successfully the inflammation pro- 
= duced by cellophane tape stripping of the 
_ skin. However, he was unable to distinguish 
by his test between 0.5% and 2.5% con- 
centrations of hydrocortisone. The method 
reported herein allows the inflammatory 
stimulus and anti-inflammatory agent to be 
applied simultaneously, and is capable of 
detecting activity for hydrocortisone down 
to a least 0.1% (w/v). 
= How can the consistency in results of 
this test be reconciled with the sporadic 
= success of the basically similar tests which 
have been previously reported on? Cortisone 
and its analogues delay the early phases of 
_ the inflammatory reaction following local 
_ application of irritants." Probably, in some 
- fashion, anti-inflammatory steroids inter- 
-fere with the action of the “chemical media- 
= tors” of inflammation, released from the 
- cells damaged by the irritant, before these 
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mediators can act on their usual receptor 


sites, as in capillary walls or other tissue 


cells.!! There must be a threshold ratio of 
chemical mediator concentration to steroid 
concentration, however, above which the 
steroids cannot block the action of the chem- 
ical mediators. When this ratio is exceeded, 
either by build-up of chemical mediator 
concentration, or too rapid dissipation of 
steroid, the inflammation will not be sup- 
pressed. This concept of competition be- 
tween mediator of inflammation and steroid 
can explain the varying degrees of success 
achieved by various workers, in attempting 
to devise experimental procedures to assay 
the potency of topical anti-inflammatory 


steroids. Thus, if the injurious stimulus 7 


were too severe (resulting in too high a 


concentration of mediator), or the concen- img 


tration of steroid at the site of action too” 
low, the method would fail to show activity. 
Low concentrations of steroid at the site 
may result from slow or inadequate pene- 


> EEE J 
tration, or from too rapid diffusion after 


penetration. This diffculty was overcome by 
Goldman,!8 and by Witkowski and Klig- 
man,!® who injected the anti-inflammatory 
agent intracutaneously, thereby delivering a 
high concentration to the site of action. 
Goldman and Barnett”? observed that in- 
jection of water-soluble steroids gave poorer 
results than did insoluble ones, because the 
soluble agents diffused away too rapidly 
from the experimental skin site. Kalz and 
Scott 91° pre-treated the experimental skin 
site with the anti-inflammatory agent, allow- 
ing enough time for it to penetrate into the 
epidermis in adequate concentration, but 
not so long as to allow it to diffuse away 
from the area under test. Wells *® was able 
to show activity of steroids when applied 
to inflammation produced by stripping the 
skin with Scotch cellophane tape, because 
much of the barrier to penetration to top- 
ically applied agents had been removed by 
the stripping. The method described herein 
allows the irritant and anti-inflammatory 
agent to penetrate slowly and simultaneous- 
ly, thus keeping the ratio of chemical medi- 
ators to steroids low throughout the process. 
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There is an additional important practical 


advantage to this method. In order for an. 


_ agent to work in this test procedure, it must 
penetrate intact skin adequately—as well as 
have anti-inflammatory activity. This pro- 
= cedure measures the interaction of both 
effects. For a preparation that is intended 
for topical use, this is really the informa- 
tion desired. It should be possible to use 
this technique to study the dose-response 
curve for a series of compounds, and learn 
something about their relative activities and 
mode of action.’ 


Summary 


A laboratory method is described which 
permits rapid evaluation of topical anti-in- 
flammatory agents. This method involves 
‘simultaneous application of the irritant and 
the test agent to human skin. Activity is 
judged by ability of the agent to inhibit 
the development of erythema produced by 


<- — the irritant. The method is sensitive to con- 
Pee > 


centrations of hydrocortisone at least as 
low as 0.1% (w/v). Several other steroids 
of diverse structure have also been tested 
for activity. 
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Clinical Notes, New Instruments and Techniques 





Polyporous Comedonal Cyst 


JOHN B. WATSON, M.D., Hollywood, Calif. 


Sebaceous and epithelial cysts are common 
complications of acne. Another type of cyst seen 


~ in acneform eruptions is a polyporous comedonal 


cyst (Fig. 1A). 

A polyporous comedo is a blackhead with mul- 
tiple openings.’ Ocassionally, the sinusoidal con- 
necting channels of a polyporous comedo become 
dilated and form a cyst. 


Report of Cases 
Case 1.—A 45-year-old man had had polyporous 


-acne on his face since his youth. Numerous acne 


scars, monoporous comedones,’ and _ polyporous 
comedones remained on his face. On the left side 
of his neck, below his left ear, was a small poly- 
porous comedonal cyst which had been present 
for years (Fig. 1A). The patient requested that 
it be removed. 


Before the cyst was excised, a small hypo- 
dermic needle (#25) was inserted through the 


two connecting comedones which surmounted the 
cyst (Fig. 1B). 


Submitted for publication May 11, 1959. 
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Serial sections were made through 
excision (Fig. 2, A-F). Figure 2A shows the 
opening of one comedo. Figure 2B shows where 
the epidermis has completely surrounded the 
comedonal contents. Figure 2C reveals a small 
comedonal channel below the main large cyst above. 
This small epithelial pouch started in the dermis 
independent of the skin surface, gradually en- 
larged, and then joined the cyst above. Figure 2D 
shows the joining of these two comedonal chan- 
nels. Figure 2E shows the upper channel becoming 
smaller while the lower channel is enlarging. 
Figure 2F reveals the large lower comedonal cyst 


and the small separated upper pouch. The large 


lower cystic channel opened on the skin surface. 
The small upper pouch apparently ended blindly 
in the dermis. 


From these serial sections it appears that the 
# 25 needle in Figure 1B entered the cyst through 
the upper channel, and left the cyst by way of 
the lower channel. Only two of the four connecting 
channels reached the skin surface. The main part 


of the cyst was formed in the two large con- | 
necting channels, both of which opened on the skin — 


surface, 


Fig. 1—(Case 1) Poly- 
porous comedonal cyst on 
left side of neck below 
the left ear lobe. A, be- 
fore insertion of a needle 
and B, after insertion. 


the biopsy — 
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POLYPOROUS COMEDONAL CYST 





Fig. 2(A-F)—(Case 1) Serial sections through the polyporous comedonal cyst. Descrip- 
tion is in the text. 


No sebaceous glands hair follicles 
connected to the polyporous comedonal cyst. The 
cyst wall lined exclusively 
appearing epithelium. Therefore, the keratinized 
debris making up the cyst contents came from the 
epithelial lining, not from sebaceous glands. Mini- 


nor were 


was with normal- 


mal inflammation was present. 


Case 2—A 35-year-old woman had had a soli- 
tary inflamed papule on her left cheek for several 
weeks. Numerous diporous comedones were pres- 
ent on both cheeks (Fig. 3). A diporous comedo 
surmounted the inflamed cyst. 


A # 25 needle was inserted through the diporous 
comedo. The epithelial bridge separating the two 
pores was cut over the needle without procaine 
(Fig. 3). Then the cyst contents were expressed 
with a comedo extractor. The inflammation dis- 


Watson 


appeared in a few weeks, but a small crateriform 


scar resulted. 

Case 3.—A 44-year-old woman had had hidrad- 
enitis suppurativa of the right axilla for 6 weeks. 
She had had a similar episode 6 years previously. 
Several diporous comedones were present in the 
right axilla. 

A #25 needle was inserted through an in- 
flamed diporous comedonal cyst. The epithelial 
bridge was cut over the needle without procaine. 
The incised epithelial bridge retracted, allowing 
the infected cyst to drain. The inflammation of 
that diporous comedo disappeared in a few weeks, 
but a small crateriform scar resulted. 


Discussion 


The wall of a polyporous comedonal cyst is 
composed entirely of epithelium, and is unrelated 
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Fig. 3—(Case 2) Inflamed polyporous come- 
donal cyst on the left cheek after the epithelial 
bridge was cut. A drop of serum is seen in each 
of the two incised pores. Three diporous come- 
dones which are not inflamed are encircled. 


to sebaceous glands or hair follicles. Therefore, 
the cyst contains epithelial debris, not sebum. 
Two or more of the comedonal channels which 
make up the cyst communicate with the skin 
surface. Blind epithelial pouches may also be con- 


nected to the cyst. 


Polyporous comedonal cysts may be treated by 
simple expression without incision, by incision and 
expression, as in Cases 2 and 3, by excision, as 
in Case 1, by x-ray therapy, or by combinations 
of these four treatments. 

Treatment by simple expression without incision 
is usually not possible because the comedonal open- 


ings are too small to allow the large inspissated 


contents to pass. Sometimes, the comedonal open- 
ings are large enough to allow soft cheesy con- 
tents to be removed with simple expression. If 
this treatment is successful, it has the important 
advantage of no scarring. However, recurrence is 
common after simple expression because the large 
comedonal channels and pouches soon refill. — 
Incision is easily accomplished after inserting a 
# 25 hypodermic needle through two openings of 
the polyporous comedo. The epithelial bridge over- 
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lying the comedo usually blanches, causing partial 
anesthesia. The epithelial bridge is cut over the 
#25 needle with a scalpel. The cystic contents 
may then be expressed with a comedo extractor. 
No procaine hydrochloride nor other local anes- 
thetic is necessary unless the epithelial bridge is 
of unusually large size. Minimal bleeding stops 
spontaneously in a few minutes. 

As the wound heals, the edges of the cut 
epithelial bridge retract, forming a linear, de- 
pressed, crateriform scar, Recurrence of the cyst 
is not likely unless one of the epithelial bridges 
making up the polyporous comedo was not cut. 

This marsupialization procedure is best suited 
to areas which are not cosmetically important to 
the patient because scarring usually results. 

Incision and expression, as contrasted to ex- 
cision, is easier to do, may be equally effective, 
and may result in less scarring. 

Since most polyporous comedonal cysts are as- 
sociated with numerous polyporous comedones in 
the same area, as in these three cases, weekly 
fractional doses of x-ray therapy to the involved 
region might be used in order to shrink all the 
polyporous comedones, e.g., 75 r weekly for 9 to 
12 or more treatments. 

Treatment of a single inflamed polyporous 
comedonal cyst, like that of a solitary inflamed 


sebaceous cyst,2 might be accomplished by a single — 
large dose of x-ray limited to the cyst area, €g., 


250 r, HVL 1.20 mm. Al. Such dose could shrink 
an inflamed cyst to a size which would be un- 
objectionable cosmetically. 

If x-ray therapy were successful, it, like simple 
expression, should leave the epithelial bridges in- 
tact and should cause no scarring of itself. Fur- 
ther, x-ray therapy, because of its shrinking effect 
upon the cyst wall, would have the important 
advantage over simple expression of fewer recur- 
rences of the cyst. 


Conclusion 


Three cases of polyporous comedonal cysts are 
presented. Serial sections of one cyst are shown. 
Treatment in these cases was by excision, or in- 
cision and expression. 


Equitable Building, Suite 905, 6253 Hollywood 
Boulevard (28). 
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The New, Newer, and Newest 
‘The Fourth National Cancer Conference in Minneapolis Sept. 13 will be addressed by af Fe 
is Tom Fitzpatrick and Eugene Van Scott. There are now three dermatologists active in the — ag 
24 affairs of the American Cancer Society: James Gosman, Indianapolis, has been a Director hea 
ee: _ for the past year; Harold L. Boyer, Las Vegas, is a Delegate member from the Nevada = pe 
ed Division; and Francis W. Lynch has recently been elected to the Board of Directors. ee ae ae 
he Man} vo Te 
KY H At the last conference, the subject of early cancer of the head and neck was presented 14 
Fe by a surgeon who did not even comment on electrosurgery, radiotherapy, or chemotherapy. AM ny 
eg His illustrations of “early cancer” included lesions that required ocular enucleation and cu- — a 
pi taneous transplants. This would seem to point up our failure to instruct both students and Testy s 
a other physicians as to what dermatologists are capable of ‘doing for cancer of the skin, 9 
eas Fortunately, patients seem to know more about our capabilities than do our colleagues in — E 
dts: other specialties. But a discouraging note is that the number of dermatologic training centers a) es 
`~ that have abdicated their right to treat cutaneous malignant growths appears to be increasing — aM ; 
Eosi steadily. i ; ee eet 
Shee Harold Cole was awarded a “Certificate of Distinction” by the Ohio State Medical As- EARE e 
S sociation for fifty years of contributions to the health of the public. l ws he ee 
Y? J" ———— ; Spd Fi; 
N The “Caribou Habitat Group,” a new major exhibit at the Kansas City Museum, Kansas Ai RA 

City, Mo., depicting the Alaskan habitat of the native caribou, a North American reindeer, 5 Se $ 

; was spónsored by Dick Sutton and his sister, Mrs. Lewis M. Moore, as a permanent memorial ROS o 
Hs to honor their father, the late Richard L. Sutton, who had gained world-wide distinction as 2 es 
_ dermatologist, author, hunter, and angler. ; ae 
a Sy Pe 
-A vn Applications are now being received for space for scientific exhibits at the meeting of s ae 
= the American Academy of Dermatology at the Palmer House, Chicago, in December, 1960. “ae 
re 3; Awards will be given for the Best Exhibits in each of the following categories: original ~ A Psi 
Ea - investigation, teaching value, and historical. ee 
He All correspondence before the application deadline, June 1, 1960, should be addressed to Be 
Frederick D. Maklinson, M.D., Section of Dermatology, University of Chicago Clinics, 950 fe Bet 
= E. 59th St., Chicago 37. Š Ee 

; The Southeastern Dermatological Association will meet in Nashville, Tenn, April 30, a: BS 
PR Robert Buchanan, Secretary. Dr. Buchanan was recently elected Chairman of the Section a; eae | 
Fs on Dermatology of the Southern Medical Association. TO Bi 
_ The new officers of the Washington, D.C. Dermatological Society are June Carol Shafer, | Been 
A Chairman; Murry M. Robinson, Vice Chairman; and Col. Robert S. Higdon, Secretary. > a aa 
as t In Chicago— - E i $ ‘ ‘eg ay 
< March 1—Louis Brunsting on “Collagen Disease of the Skin” before the Annual Clinical ae ee 
ee Conference of the Chicago Medical Society. } ae 
_ March 16—Herniann Pinkus on “Four-Dimensional Histopathology” for the Chicago Derma- RS 
7 tological Society-sponsored Pusey Lecture. té E Tai 
bS In Mexico City, May 2, the 35th Anniversary ‘Congress of the Pan American Medical Asso- = ERTAS 
f ciation. e A 
4 Se 
$< From newspapers, magazines, and hearsay— $ 8 
S | —A trademark was sought for a deodorant to be called Social Security. Baik 
oe —The Soviet Union pushed vodka as an ideal skin lotion while discouraging oral intake. oi. sg 
her —A new aerosol canned perfume was called Lady Chatterley’s Instant Sexx. » Sa 
Rise —Some cynics now refer to certain types of drug house reports as payola reports. Just +3 BS f- 
A = so the guinea pigs are honest! i A S. 
hee —Ephebiatrics is the name for a new medical specialty, adolescent medicine. Can’t you has ae vA 
toy? just see some eager beaver advertising himself as an ephebiatrist specializing in acne? s Sen 
And Stanton May, Glendale, Calif., who had successfully treated a woman for a long-e  —  % 
ak _ Standing erythroderma received a card from her thanking him for a “White Christmas.” ae 
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CHICAGO DERMATOLOGICAL SOCIETY 


: Taon Goldman, M.D., President 
-Frederick J. Szymanski, M.D., Secretary 


n April 15, 1959 
AA vay 
ie Case for Diagnosis: Ulceration of Leg, Three 
~= Years’ Duration. Presented by Drs. PAUL R. 


GrirrirH and (by invitation) RoLanp_ S. 


‘a, <  MEDANSKY from the Veterans Administration 
es Hospital, Hines, Ill. ; 
> z ite. 

ene 5! Discussion 


a = DR. STEPHEN RotHMAN: The clinical picture is 
- that of a dermatitis repens, meaning an infectious 
4 : process with spreading destruction of epidermis and 
K AEN upper corium. The spread, as in this case, often oc- 
4 -= curs in circular or polycyclic fashion. Bacteriologi- 
a cally we find first staphylococci but if these are 

eliminated by locally applied antibiotics some other 
og i species settle in the wounds, such as proteus or 
ee -pseudomonas. In our experience balsam of Peru 
a aa ointments (5-10%) are most effective. (See: 
A.M.A. Arch. Dermat. & Syph. 70:819-822, 1954.) 

In this case there seems to be a stasic element, 
ý and I wonder if the process might have started 
a ‘i with a stasic ulcer. After this patient starts to 
W = ambulate, he should have elastic bandages or 
oe 4 stockings for support. 


hs. ry np 
ae 


be ~Morphea. Presented by Dr. JoHN B. HAEBERLIN 
oe Jr, Dr. Bernard Yarre and (by invitation) 
Dr. Harop M. SPINKA. 
= A 50-year-old woman presented a palm-sized 
it f Atafilteated plaque over the anterior chest wall at 
Y K - the xiphoid. This has been present over a year 
<S © and is gradually enlarging. A few depigmented 
se H ; macular areas are also present on the chest and 
back. The largest plaque is ivory white in color 
with an inflamed violaceous border. 
S a Histologic section shows homogenization and in- 
AT crease in collagen fibers. Adnexal structures are 
diminished. 


_ Linear Scleroderma and Lichen Striatus? Pre- 
$ sented by Dr. STEPHEN ROTHMAN and (by in- 
~ vyitation) Dr. RICHARD GOODMAN. 

= A 3-year-old white girl was in good health until 
| = August, 1958, when she started to receive 50 mg. 
A 4 7s of isoniazid (Inh) t.i.d. as her mother was found 
_ at that time to have active pulmonary tuberculosis, 
_ while the child had a positive skin test. 


j k: -Submitted for publication Nov. 17, 1959. 
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In late December, 1958, the patient ee ; 
bilateral erythematous slightly pruritic eruption | 
the forearms, which was attributed to the Inh. This at 
eruption disappeared within two weer of discon- $ 
tinuation of the Inh. mY 
At the end of January, 1959, the patient was | 
noted to have asymptomatic yellow-white, | val, 
“hide-bound,” indurated, nonelevated, large oleate 
like areas of unusually glistening skin on the Ja e 
aspects of each thigh and on the anterior surface « É 
the left lower leg. Her father believes that these 
lesions have remained unchanged since originally a 
noted. Nei EN TIE? S 
On examination there is an 8X5 cm. oval area l 
at 

with a faint violaceous ring in the right thi gh, an 
8X3 cm. similar area on the left thigh a and diffuse 
involvement of the left anterior tibial ‘surfaces alle pes 
with “hidebound,” glistening, indurated, atrophic ~ 
skin changes. The left calf is 1 cm. less in’ 
maximum diameter than the right calf. à 
' 


On the right arm there is an 8X05 cm. 
linear band consisting of densely packed lichenoid 
papules over the dorsum of the right wrist. Ex- — 
tending up the lateral aspect of the right arm over 
the deltoid area is a suggestion of a 0.5 cm. 
diameter linear band. 

No skin biopsy specimen has been cba ae 2% 
date and no other laboratory data are available. | 






















as 
Ef : 
Scleroderma. Presented by Dr. THEODORE Cors- 3 
BLEET, Dr. BERNARD YAFFE and (by invitation) 


ši as 


Dr. CHESTER L. KROLL. <» is 
Five : 


A 51-year-old white woman is presented. ua 
years ago she began to experience paresthesia, s 
stiffness, and joint pains of her hands. Exposure A 
to cold resulted in cold, cyanotic, and tender hands 
and feet. Three years ago, she noticed that the — 
skin of her face, trunk, and extremities was be- 3 
coming tight and the color was bronze in character. 
A skin biopsy was performed, and she was told she 
had scleroderma. Her treatment consisted of — 
steroids and antimalarials, chloroquine (Aralen). 
She feels that the Aralen has helped her joint — 
tenderness and stiffness. 


Recently, however, the skin of the face and ex- 
tremities has increased in tightness. She is unable — 






wary o out t the cial household ities because of 
ness. N miert te ee ya AN 

x2 FEAA reveals nF ‘skin of the face to be 
ta a Paiva, stretched, waxy with loss of lines 
aay expression. The fingers are semiflexed, and 
the skin over them is hard, inelastic, and pallid. 
The terminal phalanges are board-like and in- 
urated. The pigmentation of the face, trunk, and 
-extre nities is of a diffuse bronzing character. The 
-Skir of the feet and legs is of the same character 
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bo: atory Data: Total protein ranged from 8.1 
8.. gm/100 c.c. on three examinations. Albumin 
See from. 3.5 to 4.0 gm/100 c.c. on three ex- 


PI < tenis ranged fron; 4.2 to 4.6 mg/100 c.c. on 
three examinations. Alkaline phosphatase 3.5 
ur its/100 c.c. Bodansky. Icteric index 5 units. 
Ce halin flocculation 3+ on two examinations: 
cae turbidity 2.46 units (MacLagan) ; y-glob- 

ulin turbidity 3.4 gm/100 c.c. Uric acid 6.2 mg/100 
R CL, glucose 85 mg/100 cc. urea nitrogen 10 
A ie 100 cc. cholesterol 210 mg/100 c.c., urea 


a 








rinalysis was normal. Hemogram: Hemoglobin 
q 25. mg, %; red cells 3,950,000 per cu. mm., white 
F = cells 7,500, with 56% polymorphonuclears : 10% 
tants 9% eosinophils, 19% lymphocytes, mono- 

cytes 6%. Serum electrophoresis showed moderate 
is Sease in y-globulin. Roentgenograms: Chest, 
_ within normal limits. Barium swallow compatible 
= with scleroderma. Electrocardiogram showed nor- 

mal findings. Biopsy specimen is presented for 
_ study. 


a Changes in the Skin. Presented by 
-DR THEODORE CORNBLEET, Dr. BERNARD YAFFE 
-and (by examination) Irma GIGLI. 


X A 48-year-old Negro woman was well until 1946 
Z when she noted the gradual onset of tightness of the 
a over her hands, face, and feet which has be- 
eg come progressively worse until now she is unable 
- fully to clench her fists. Since 1947, she has been 
treated for rheumatoid arthritis involving the joints 
_of fingers, knees, and shoulders. She does not have 
any gastric complaints. 

X Physical examination reveals tightness and firm- 
ees of the skin of the fingers and face with 
some pigmentation of involved skin which is more 

3 marked over the legs and thighs. 

f Laboratory data: Complete blood count and 
differential normal. Total protein 7.3 gm/100 c.c., 
-AG ratio 3.7/3.6, y-globulin 1.7 gm/100; thymol 
turbidity +++, calcium 12.4 mg/100, phosphorus 
35 mg/100. X-ray of the extremities showed 
Een arthritis. Gastrointestinal studies nega- 
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tive. Electrocardiogram normal. Biopsy ie raa SA 
is presented. rg 


Discussion 











Dr. Srure A. M. Jonnson, Madison, Wis.: One Be 
would have little difficulty in making a diagnosis of © a 
morphea in the one patient and linear scleroderma _ oe 
in the other. The other two patients presented by 3 z 
Dr. Cornbleet and Dr. Yaffe offer a more difficult z ae 
problem. In the first patient I believe acrosclerosis | R Ba 
is the better diagnosis and in the second, sclero- a | 
derma. This difficulty in making a clinical diag- — 
nosis has caused us to do biochemical studies. We 
give our patients l-tryptophane and measure the Ge 
urinary metabolites. Presently, we feel that in- e: ig 
acrosclerosis there is a greater swing away from rd 
the normal than in scleroderma. The chelating E 
compounds like Nas EDTA seem to be more help- ~ 
ful in patients where the tryptophane metabolism = 
is deranged. A recent communication from Dr. 
Harry Arnold in Hawaii informs me that Nae A 
EDTA helped a patient with an unusual morphea. 

Dr. Marcus R. Caro: I was particularly in- 
terested in the second case presented at Cook 
County Hospital by Dr. Cornbleet and Dr. Yaffe. 3: 
I do not feel that the patient has scleroderma. She 
has atrophy, but I cannot find any features of. 
scleroderma. I think it would be well to use the 
Van Gieson stain to see whether the degenerative - 
changes are really those of a collagen disease. 

Dr. FrepeRICK D. MALKINSON: This patient was | 
presented with the diagnosis of scleroderm, while: 
others prefer the term acrosclerosis. Actually, with _ 
the demonstration of esophageal changes and the =~ 
urea clearance tests, which range from 65 to 90% 
of normal, the term progressive systemic sclerosis 
could be aptly used here. Ja 

In recent years there has been greater recogni- — E 
tion of renal involvement in scleroderma. Impaired ; 
urea clearance tests are often the first sign of- 
kidney change although these may persist for years - E Ea 
without progression. Also, the urine may show- t 
proteinurea, casts, and cells. Renal changes can 
advance very rapidly at any time, however, and 2 
with onset of severe hypertension and uremia the 
patient may succumb to renal involvement within 
a few weeks’ time. At autopsy microscopic findings HS 
in the kidney include mucoid changes in the intima 
of the proximal interlobular arteries which produce 
luminal narrowing, and fibrinoid necrosis distally in 
the same arteries. The mechanism of involvement 
of the kidney then is predominantly vascular, 

Dr. M. J. Reuter, Milwaukee, Wis.: Sometimes 
plaques of morphea will involute spontaneously, I 
agree with Dr. Caro regarding treatment. I 
wondered if the case at Illinois presented by Dr. 
Rothman’s group was not acrodermatitis chronica 
atrophicans; it did not seem like a typical case of 
scleroderma. 
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sA Dr. STEPHEN RotHMAN: I have had no personal 
experience with chelating agents in scleroderma, 


but the results presented at the Mayo Clinic and 


elsewhere have not been very impressive. Ap- 
parently, there are very serious side-effects, and I 
doubt that this therapy is really effective. 

One interesting feature of the case presented is 
that although the distribution and the fact that the 
left leg has a smaller volume than the right strongly 
suggest linear scleroderma, the lesions have lilac 
halos which is unusual for linear scleroderma. 
Another remarkable feature is the presence of 
linear lesions on the upper extremity consisting of 
lichenoid papules. I do not know if this is lichen 
striatus or incipient linear scleroderma. 

Dr. Caro: The father told me that the lesions 
on the upper extremity extended all the way down 
to the thumb and then disappeared. That would 
speak for lichen striatus. 

Dr. THEODORE CoRNBLEET: Our patient with 
scleroderma has urinary findings characteristic of 
renal disease—the latter probably due to the 
scleroderma. There is involvement of the esophagus 
too, showing, I believe, that she has diffuse sclero- 
derma rather than acrosclerosis. That would tend 
to make her prognosis worse, since, in general, the 
more localized the sclerous process the better the 
prognosis, and the contrary is true in proportion 


to the diffuseness of the changes. Visceral changes 


in our patients have augured a poor prognosis. 
We see numbers of patients on the wards of 


Cook County Hospital with varying degrees of 


sclerous changes in the fingers. There is not quite 
enough present to say the patient has scleroderma. 


- For the want of a definite name we simply say there 


‘since infancy involving the palms, 


are sclerous changes of the fingers. 


Acrokeratosis Verruciformis of Hopf with 


Keratoderma Palmaris et Plantaris. Presented 
by Dr. Joun B. HAEBERLIN Jr. and Dr. STEFAN 
BIELINSKI. 

This 14-year-old white girl has had an eruption 
soles, and 
dorsum of the hands and feet. There is no history 
of similar involvement in the family. However, 


there is a history of consanguinity, the patient’s 


father and mother being first cousins. 

Physical examination reveals severe hyperkera- 
tosis of the palms and soles. There are many 
hyperkeratotic papules and plaques on the dorsum 
of the small joints of the hands and toes. These 
lesions are relatively smooth compared to the 
verruca vulgaris which is present on the right fore- 
arm. The verruca vulgaris has been present for 
about six months. 

A biopsy specimen from a plaque on the dorsum 
of the right little finger is presented. It shows 
moderate acanthosis, thickening of the granular 
layer, basket weave appearance above the granular 
layer, and tremendous hyperkeratosis. 


160/464 


A. M. A. ARCHIVES OF DERMATOLOGY 


Discussion 3 ents 


. ah one 
Dr. M. J. Brunner: The findings are clinically 


compatible with the diagnosis of mal de Meleda. 
This brings up a question as regards the real mean- 
ing of the term mal de Meleda. It is an example 
of a mutation, of recessive nature, occurring in 
persons on the island of Meleda, in the Mediter- 
ranean. Its frequency is due to the long history of 
intermarriage among the people who bore this 
recessive gene, by which the disease was per- 
pertuated and spread until a substantial percentage 
of all the inhabitants of the island had it. I do 
not think the fact that this has taken place does 


= not mean that there are not spontaneous similar 


mutations occurring throughout the world; that is, 


that instances of this condition can develop among _ 


people who are not descendants of the inhabitants 


of Meleda. It is possible that this patient exhibits 


such a mutation. I should like to ask the presenters 
whether there is a history of consanguinity, since 
the young girl indicated that the mother’s maiden 
name and the father’s name were the same. If 
this is the case, it would suggest that perhaps in 
the patient’s family there was a recessive gene for 


this particular disorder, which now shows up in this 


girl. 
Dr. JoHN B. HAEBERLIN JR.: 


We tried to get a 
history of some antecedents from the Island of — 





ps 
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Meleda and all we could learn was that they all 


came from Alabama. 


Hydroa Vacciniforme. Presented by Dr. THEO- 

DORE CORNBLEET. 

A white girl, aged 11 years, has had an erup- 
tion coming on each spring since infancy that 
clears in the fall. The lesions occur for the most 
part on the face and upper extremities. They are 
umbilicated vesicles that dry into crusts and heal, 
leaving pitted white scars. Many of the latter are 


in evidence. The number of lesions has tapered off — 
There are few subjective — 


in the last two years. 
symptoms. Chloroquin controls the eruption. 


Discussion 


Dr. Henry E. Micuetson, Minneapolis, Minn. : 


Hydroa vacciniforme is a very interesting condi- — 


tion. The name is well known to everyone, but the 


ae 


condition really is rare. I discussed this condition 3 
before the Academy a number of years ago and at 


that time examined many articles concerning it. 
I feel it is a form of light-sensitive dermatitis and 


we should so call it, namely, vesicular, bullous or 


vacciniforme-light sensitive dermatitis. 


There was a great deal of confusion concerning _ 
this subject because certain cases of the so-called 


congenital porphyria have lesions similar to hydroa 


aestivale. It is true that abnormal porphyrins can 


be found in certain of these cases, but the true — 


. 


hydroa aestivale, as I define it, has nothing to do 
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with porphyrin metabolism as far as we know. 
-There have been some substances found in the 
rine these patients which, when injected in 
ig produced a reaction, but the sub- 
as not identified, but it was not a porphyrin. 
rk was done by Kimmig of Hamburg. 

EDA = NON CORNBLEET: There have been 
OF ayei lesions during the last three years, as the 
‘child has approached puberty. Chloroquin com- 
pletely protects her. Very small doses suffice. I 
_ believe chloroquin is safer than psoralens. We 
looked for abnormal porphyrins in this child but 
K: found none. 


seek Disease. Presented by Dr. ADOLPH 

RosTenBere and (by invitation) Dr. Jack M. 
ji _ Fox. 

2  Darier’s disease is presented in a woman 73 
years old and her son age 48. \ 

_ The mother states she has had a skin eruption 

‘for 60 years. It first began on the scalp and then 

oF esa to the neck, chest, abdomen, and groin. She 
_ has had frequent relapses and remissions, but the 

eruption has never completely cleared. She has 

‘severe pruritus. She also complains of poor eye- 
_ sight and urinary incontinence. 

The patient has been married three times. Three 
of the five children by her second husband have 
_Darier’s disease. She had one child during her 
: first marriage, who died at age 17 months with 
~- “the summer complaint.” There were no children 
_ with her third husband. One of the three children 
_ is presented today whose case is the most severe. 





ALS 


Of the other two, one is a daughter age 39 years. - 


The family has not seen her for 17 years. Another 
- daughter, age 37, was seen in our dermatology 
clinic approximately one month ago. She has 
_ minimal involvement. Her medical record shows her 
_ to have been previously labeled as a psychopathic 
_ personality. 

The mother shows warty papular lesions with 
greasy brown crusting on the scalp, ears, neck, 
chest, axillae, abdomen, and groin. Many of the 
_ lesions have coalesced to form large weeping areas. 
Most of the areas are secondarily infected. 

_ Chest x-ray shows cardiomegaly and emphysema. 
The urine was negative. Complete blood count 
-showed hemoglobin 10.6 gm., red cells 4.02 million, 

hematocrit 41%, differential: 53 polymorphonu- 

_ clears, 30 lymphocytes, 17 eosinophils. Serology 

`- was negative. Fasting blood glucose was 102. Non- 
a - protein nitrogen was 15. She is also being seen by 

our Eye Department and their work-up is not com- 

- pleted as yet. Skin biopsy specimen from the 


we 


Se side of the abdomen is presented. 
-Her son has had his skin eruption for 43 years. 
it also began on the scalp. He has been hos- 
- pitalized frequently and has had various types of 
_ treatment. He has had frequent subjective remis- 
te _ sions. 
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On physical examination he shows extensive in- 
volvement of the scalp, neck, ears, face, chest, 
back, 


with an offensive brown greasy crusting. Many 


have coalesced to cover large areas. The groin and 


intergluteal clefts show moist, hypertrophied 
vegetative lesions. The legs show very little in- 
volvement. 


Laboratory examination shows a negative 
serology; normal urine; hemoglobin 9 gm., red 
cells 3.96 million; hematocrit 37%, white cells 
14,900 with 68% polymorphonuclears, 12% eosino- 
phils, 16% lymphocytes, 4% monocytes. 
blood glucose is 92, nonprotein nitrogen 20. Total 
protein 7.8, albumin 4.0, globulin 3.8. Chest x-ray 
normal; upper and lower gastrointestinal tracts 
normal. He is also being seen by the Eye Depart- 
ment now and their work-up has not been com- 


pleted. Skin biopsy specimens from the chest and 


from a vegetative lesion on the buttocks are 
presented. 


Discussion ‘ 


Dr. Henry E. MicHetson, Minneapolis, Minn. 
In adenoma sebaceum all dermatologists look for 
mental changes. Recently there was an article in 
the German literature discussing mental changes in 
other dermatological conditions, especially xero- 
derma pigmentosum. We have observed a family 
with Darier’s disease for many years. 


asylum. I think Darier’s disease should be put in 
the group where mental changes should be looked 
for and might be expected. 


Dr. CLarK W. Finnerup: Many years ago I — 
had a patient presented before this Society and 


Dr. Michelson pointed out to me the lesions in the 
mouth. Since that time I have always made it a 
point to look in the mouth and it is surprising how 
often one will find papules, especially on the palate. 

Dr. THEODORE CoRNBLEET: We have been ob- 
serving this man at intervals for 15 or 20 years. 
His eruption has worsened gradually, despite the 
use of vitamin A. 

Dr. ALLAN L. Lortncz: I should like to make 
two suggestions for therapeutic experiments in 
these patients. 
published work by Wald and his associates in 


_ Boston which suggests that vitamin A acid rather 


than the usual alcohol form of this vitamin has 
greatest physiological activity and that conversion 


to this acid may be a necessary step in vitamin A — 


metabolism. Should the biochemical defect in 
Darier’s disease involve failure of such conversion, 


vitamin A acid therapy might prove useful. Tomy | | 


knowledge this acid is currently in scarce supply 


and under study only by Dr. Wald’s group at 
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abdomen, groin, buttocks, and arms with 
yellow to brown warty, papular lesions, covered 


Fasting 


We found 
that two members, children, were in institutions 
for the feeble-minded, and one was in an insane — 


The first is based on some un- — 
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È Ulcus 


~ — painful, 


mouth washes, douches, 


Harvard University. Correspondence with them 


would be necessary for further information about 


this material and it’s availability. 


My second suggestion is related to diiodohydroxy- 


- quin (Diodoquin). A few cases of Darier’s disease 


in my experience have responded very well to this 
therapy even though the majority of cases do not 
so respond. 

Dr. ADOLPH ROSTENBERG JR.: Dr. Michelson’s 
comments interested us because Dr. Medansky 
looked up evidence of mental changes in connec- 


= tion with Darier’s disease and found the incidence 


high. Another complication of Darier’s, even rarer 
than the mental ones, is cataract. 

We shall try Dr. Lorincz’s suggestions. When 
-these people came into the hospital, they were 
malodorous and we have been soaking them in a 
brine bath. It has given good results from the 
point of view of odor. I think it is a worthwhile 
thing for a patient with Darier’s who has a lot of 
vegetative lesions. 


Vulvae Acutum (Lipschutz) with 
Apthous-like Lesions of the Mouth. Pre- 
sented by Dr. SIDNEY BARSKY. 

A 39-year-old Negro woman has had persistent 
tender apthous-like lesions on the lips, 
tongue, and roof of the mouth for the past year. 
She has not been free of these lesions since their 
onset one year ago, She has had as many as seven 
lesions in different stages of development at the 
same time. At times the pain and tenderness pre- 
vented the patient from eating regularly, and she 
had to use a straw on many occasions. Last month 
tender and painful lesions were noted on the vulvae 
and labiae. The lesions in the mouth and vulvae ap- 
peared to be soft, rather deep and were covered 
with a fibropurulent exudate. The lesions are 
slightly raised at the periphery, are tender, and 
have a red areola. There are solitary lesions on 
the lip and tongue with multiple lesions on the 
labiae and vulva. As the lesions have regressed, 
a minimal scarring has resulted. The patient has 


=- not experienced any constitutional symptoms. 


For the past three weeks she has been treated 


‘on the Gynecology and Dermatology services here 


at Cook County Hospital and has improved re- 
markably on penicillin 600,000 units b.i.d., antiseptic 
and sitz baths. The 
serology was negative. Cultures and smears of the 
oral and vulvar lesions were negative for pathogens. 
Viral studies are pending. Smears for Bacillus 
crassus were negative. 

Laboratory Data: Blood: Hemoglobin 78%, white 
cells 5,750; urinalysis normal; 17-ketosteroids and 
11-hydroxycorticoids pending, 


Discussion 
Dr. CLARK W. FINNERUuD: I first reported this 
entity in this country in the middle 20's, although 
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the first cases I saw AN in Vienna. Most of them 
had painful lesions limited to the vulvar region. 
About that time Lipschütz, who originally de- 
scribed similar lesions occurring in the mouth, 
demonstrated the Bacillus crassus in the lesions, a 
saprophyte considered capable of becoming patho- 
genic. Since that time, I have had two cases at the 
County Hospital, one with lesions in the mouth 
and one limited to the vulvar region, and one vulvar 
case in the office. It is possible that the disorder is 
of viral origin, if we can blame a virus as being 
responsible for aphthous stomatitis and herpes, and 
that the Bacillus crassus is not etiologic. 


Dr. PAuL WEICHSELBAUM: Touraine classified 
these cases under the heading of Behcet’s disease. 
As you know, this syndrome consists of involve- 
ment of the mucous surfaces of the eyes, mouth, 
and external genitalia with chronic, deep, destruc- 
tive lesions that result in scarring. Ulcus vulvae 
acutum, certainly in this case, does not fit in this 
category because of the absence of ocular lesions 
and the lack of chronicity. Peradenitis mucosa 
necrotica recurrens (Sutton’s disease) was also” 


classified as Behcet’s disease by Touraine. We have — 
reported three cases of Sutton’s disease in the past — 





year and in none were there genital or ocular — 


lesions. We believe that ulcus vulvae acutum and 
periadenitis mucosa necrotica recurrens are Separery 
entities. 


Dr. STEPHEN RotHMAN: To my knowledge 
Lipschiitz attributed this condition to an infection 
by the Bacillus crassus. In the cases I observed 
there were no recurrences. 


Dr. THEODORE CorNBLEET: Many years ago Dr. 
Wien and Dr. Perlstein reported a case of this 
condition in the Archives. They reviewed the 
literature and brought it up-to-date. Their patient 
was a young woman of 17 who had these recur- 
rent lesions. They would form deep, mutilating 
ulcer and contractile scars. This process had gone 


on almost continuously from the time of puberty. — 


Later she developed lesions in the mouth in addi- — 
tion to those on the vulva. 


p 


Dr. Marcus R. Caro: In connection with the i 


case just mentioned by Dr. Cornbleet, I studied the | 


biopsy. The section was shown to Dr. Jaffe whee 


confirmed the diagnosis of ulcus vulvae acutum, a 
disease first described by Lipschütz, for whom Dr. 
Jaffe had prepared the histopathologic report for“ 
the original publication. 

Dr. WEICHSELBAUM : 
ferred to by Dr. Cornbleet was published in the 


I believe the paper re- - 


gi 


z s 


Pua 


rs 


4 


Arch. Dermat. & Syph. in 1935 (Wien and Perl- r 


stein). "e 


Epidermolysis Bullosa, Hyperelastic Skin and 
Hyperextensible Joints. Presented by Dr. 
THEODORE CORNBLEET, Dr. BERNARD YAFFE and 
(by invitation) Dr. J. LATONT. 
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= A 2-year-old white boy was RA with increased 
_ distensibility and elasticity of the skin, which is 
f loosely attached to the underlying tissues. There 
Bs is an over-extensibility of the joints; no sub- 
Ta cutaneous nodules, scars, or pseudotumors are ob- 
_ served. 
ee Two months ago, an erythemovesicular eruption 
Ee involving the toes and plantar aspects appeared, 
which has somewhat subsided under treatment. The 
 child’s father has recurrent episodes of erythema 
and vesicles predominantly involving the face and 
~- extremities, which appear in spring and summer, 
© lasting about six weeks, after which they clear up 
completely. 

The child’s mother states he is slow both phys- 
= ically and mentally, and that several of her 
= children are affected with hyperelasticity of the 
skin and over-extensibility of the joints. 

a _Copro and uroporphyrin determinations have 
E -been done and the results are pending. 

A histological section is presented. Elastic stain 
available. 


_ Ectodermal Dysplasia. Presented by Dr. Davin 

- V. Omens and (by invitation) Dr. Harotp D. 

Omens and Dr. RICHARD BERNSTEIN. 

A 2-year-old Negro boy has sparseness of hair, 
lack of eyebrows, deficiency of eyelashes, promi- 
nence of the frontal bones, and a saddle nose de- 

_ formity. The skin of the scalp appears shiny and 
atrophic and there is a fine wrinkling of the skin on 
the eyelids. Since birth the mother noticed the 
absence of sweating and an increased body tempera- 
ture during hot weather. When the patient cries 
there is present a greatly diminished lacrimation. 
There has been a persistent hoarseness of the voice 
_ since birth, and there is difficulty in deglutition. He 
has had frequent respiratory infections since birth 
and always has a cold. There are nine siblings in 
the family, all of whom are normal. There ap- 
pears to be a slight mental deficiency. The EEG, 
however, was normal. Records at the Mercy Hos- 

ey pital reveal that there is a double kidney on the 
right side. There are only two upper incisors, 
which are cone-shaped. 

_ Laboratory Data: Blood: Hemoglobin 58%, 

| a cells 13,850, red cells 3.4 million ; differential : 
34% polymorphonuclears, 14% bands, 1% basophils, 
40% lymphocytes, 11% monocytes. Blood urea 

ms _ nitrogen 13 mg..% (normal 8- 16). X-rays of long 

Fx Mehes showed flaring of the ends of the diaphysis. 
= The skull was normal. 
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Discussion 


Dr. THEODORE CORNBLEET : Our patient’s lesions 
i 7 





~ 
+ eo . vfa 


of his skin to stretch and the hyperextensibility TE. 
his joints. Yes, he has the other changes which = 
were formerly thought due to insufficient develop- 


= 


ment or disordered elastic tissue. Perhaps he could ` 


A 


have varying degrees of aplasia and hyperplàsia -2 a 
of different sites. AT 


Discussion $ 


Dr. FREDERICK MALKINSON : Henoch-Schoenlein an 
purpura is related to increased capillary permea- SS 
bility, although the reasons for vascular change re- Dk 
main obscure. It should be stressed, though, that 
the skin is not the only site of hemorrhage. Renal — 
hemorrhage or microscopic hematuria and hemor- a 2 


rhages into the gastrointestinal tract and retina | gs 
have also been reported, oy 2 


5 


BY 
Dr. ADOLPH RosTENBERG JR.: I want to make ; a e ` 


ey 


comment about the visceral complications. You can 
get so-called abdominal crises. In the literature E 
internal medicine they talk about abdominal lesions Si 


ais ’ 


or visceral lesions in erythema multiforme. I do not a pi | 
believe there is such a thing as visceral lesions e 
involving the gastrointestinal tract or the kidney - a | 
in erythema multiforme. In 1895, Osler wrote an = 


article entitled, “The Visceral Lesions of Erythema tt ae 


Multiforme,” and his word carried great weight; 


however, I believe Osler himself, about 15 years Mg k 


after his original article, said that many of his a 


so-called erythema multiforme cases were in 


reality Henoch- Schoenlein purpura or lupus ery- 


thematosus. ees 


Juvenile Acanthosis Nigricans. Presented by 
Dr. Atrrep B. FALK, Dr. STEFAN BIELINSKI 
and (by invitation) Dr. I, GIGLI. 


A 17-year-old Negro youth presents mild hyper- = 


trophy and blackish pigmentation of the skin in = x 
the regions of the neck, axillae, and groin. He © 


weighs 277 pounds and has a somewhat feminine $ 7 E 


distribution of his adipose tissue. ae 


Biopsy specimen is presented, ae 


Discussion B 


Dr. THEODORE CorRNBLEET: This is the second Rees, 


patient of the kind we have shown in three months. a x 


Our study of them has repeated the work of Curtis | ao 


and Rothman on their patients. The subjects all a 
have the same build. The controversy over whether ae a 
some of these cases represent pseudo- or spurious 3: 4 


entities is somewhat confusing. ae 


Dr. STEPHEN ROTHMAN: Adinani, of Fy mY 
steroids will suppress rather than stimulate the pri- ee 
mary hyperfunction of the pituitary gland. After 
our findings of a pituitary basophilic adenoma at 
autopsy of one of our patients (J.4A.M.A. 145 :242- i 
244, 1954), I have little doubt that this is a primary ‘Tas 
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x t$ pans ' 
aug ‘disease of the Ria sland, simi 46 but not 
-identical with Cushing’s | Sepmdtgide In) “our case 


+ rS . 

ON _ the adrenal glands were small. In the cases re- 
=~ ported there were no electrolyte changes charac- 
TIA -teristic of Cushing’s disease. 

-Dre Cornsteet: In Dr. Curtis’ patient the 
BA.) urinary 17-ketosteroids were at the lower limits of 
ee normal for the adrenal cortex, and 17/-hydroxy- 


= — steroids were within normal range. Urinary 
estrogens hormones were elevated while the urinary 
= follicle-stimulating hormones were definitely below 
normal. 

A  Pustular Mycosis? Due to Trichophyton Verrucosum. Pre- 


| - sented (by invitation) by Dr. Rocer W. Prarson and 
aie Dr. M. Barry KirscHENBAUM. 


es = Xanthoma Tuberosum, Vitiligo and Cerebriform Nevus. 

an Presented by Dr. Brian Porrer (by invitation) and 
x a Dr. FREDERICK D. MALKINSON. 

ae y Granuloma of Unknown Etiology, Poikiloderma of Civatte. 

ae Presented by Dr. ArLan L. Lorinez and (by invitation) 
i S Dr. YELVA LYNFIELD. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


: SBlotalca Kettenbach, M.D., President 
= Jerome K. Fisher, M.D., Secretary 
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Rar 

-~ Circinate Sarcoid. Presented by MARJORIE BAUER, 
= MD. and (by invitation) Oran J. SHANNON, 
es MD. 


o 
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Discussion 
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yet 
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Epwarp L. Lanex, M.D.: We mentioned under 
= significant personal history that the patient had 
a ye lived in Florida from birth, and that Australian 
= Pines were prevalent in that area, in order to draw 
=, attention to the fact that recent epidemiological 
a studies have indicated a possible etiologic relation- 
_ ship between exposure to certain types of pines 

and the occurrence of sarcoidosis. In line with 
_ this, there is an article which has recently ap- 
pee in the literature reporting the occurrence in 
three Negro sibling children of sarcoidosis. (Ken- 
dig, E. L., Jr., and others: New England J. Med. 
~-260:962, 1959). They live in the area of Richmond, 
<a > Virginia, which, as was mentioned in the article, 
` is an area where these pines grow. There is also 
a high incidence of known sarcoidosis in this 
area. It stated that in a population of about 38,000, 
_ there were 27 proved or probable cases. Although 


aS 


as y 3 wr 4 
tao" 


a hy there may be no real connection, we will prob- 
$ ably hear more about this subject in the future. 
“Submitted for publication May 25, 1959. 
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Neurofibromatosis. Presented by Dr. ALFRED B. FALK 
and Dr. STEFAN BwæLINsKI and (by invitation) Dr. J. 
LaTONI. 

Multiforme  Erythema-like Dermatitis Medicamentosa 
(666). Presented by Dr. Davin V. Omens and (by 
invitation) Dr. Harotp D. Omens and Dr. RICHARD 
BERNSTEIN. 

Secondary Syphilis. 
and (by invitation) Dr. Harop D. Omens and Da: 
RICHARD BERNSTEIN. 

Metastatic Carcinoma Umbilicus. Presented by Dr. SAMUEL 
M. Briverars, Dr. Siras WALLK and (by invitation) 
Dr. CHESTER L. KROLL. 

Carcinoma of the | Face—Maxillary ? Presented by 
SipnEyY Barsky. 


Anaplastic Carcinoma (Parotid Gland). 


Dr. 


vitation) Dr. J. Latent. 


Schoenlein-Henoch Syndrome. Presented by Dr. SIDNEY 
Barsky and (by invitation) Dr. CHESTER L. KROLL. 


| A M.A. ARCHIVES OF DERMATOLOGY 


Presented by Dr. Davip V. OMENS — 
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Presented by Dr. 
ALFRED B. Farx, Dr. Streran BtieLinskKi and (by in- 


$ 
kg | 
È! 


Systemic Lupus Erythematosus with Nodular Lesions. Pre- 


sented by Dr. THEODORE CorNBLEET, Dr. BERNARD 


YAFFE and (by invitation) Dr. J. LATONI. 


Oran J. SHANNON, M.D.: This case was pre- 
sented primarily for its morphologic aspects. We 
thought it was interesting that the original de- 
scription of sarcoid by Boeck in 1899 involved a 
patient in whom the original eruption was nodular, 


but in whom, eventually, the nodules were de- 


5 


Li 


scribed as showing a tendency toward peripheral - 


spread, with an active border, and a depressed, 


atrophic center. So, it seems that the first described 


case of sarcoidosis actually had circinate sarcoid 
in its course. Since this time, however, circinate 
sarcoid seems to have been somewhat ignored in 
the literature. The extensive monograph by Long- 
cope and Freeman on Sarcoidosis, and some derma- 
tological textbooks do not even mention the entity. 
However, the Ormsby and Montgomery, and also 
the Andrews textbooks, describe in detail and 


show pictures of circinate sarcoid which are 


identical with the pieture as shown tonight. The 
positive tuberculin test, and the normal total pro- 
tein and globulin, while not particularly in favor 


of the diagnosis, were felt not to be a hindrance 


to the diagnosis, since positive tuberculins have 
been reported anywhere from 22% to 40% of 
cases, and total proteins and globulins were nor- 


LF 


t? 


mal in from 30% to 40% of cases. So, on the 4 
basis of the rather unusual but rather classical 
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K ~ morphology, and the compatible histological struc- 

ture, we felt the most likely diagnosis to be 
-circinate sarcoid. 


is Chronic Atrophic Polychondritis. Presented by 


ri - Lours H. Winer, M.D. and (by invitation) G. 
rang ~ H. Levin, M.D. 

HF. Patient: Woman, age 30; occupation: House- 
be ‘wife; race, Caucasian. 


be Gionificant family history: Noncontributory, ex- 
3 cept grandparents had tuberculosis (no contact 
= with patient since age 5 years), one child has 
ae eczema. 

Re Significant personal history: Married 9 years, 
hee as children. 

=- Development of current dermatosis: Apparently 

| Be spell until January 1958, when patient was three 
raid one-half months pregnant with her third 
= child. She developed tenderness and painful swel- 
; ling of her right ear, with radiation into the ear 
= canal. At the same time, she developed nausea, 
- vomiting, and dizziness. Treatment consisted of 
antibiotics, antihistamines, and tranquilizers. Symp- 
\ toms increased, with hearing loss bilaterally, in- 
volvement of left ear, and progressive middle ear 
disturbance. Hospitalized in February, 1958, at 
which time a complete systemic work-up was 
negative. Started on steroids, with partial control 
of symptoms. 

Description of current dermatosis: Bilateral 
swollen, flabby, tender pinnae. Flat, squamous, 
slightly erythematous papules on dorsum right hand 

and forearm. Other associated symptoms: con- 
_ junctivitis, iritis, substernal pain, and intermittent 
‘cough. Other: B.P. 120/80. Partial hearing loss 
bilaterally. 

Biopsy: March 11, 1959—skin of ear: 
cell infiltrate in deep dermis. 
specimen. ) 
= March 11, 1959—skin of forearm: nonspecific 
dermatitis. 

April 8, 1959—skin of ear: plasma cell infiltrate 

Í in deep dermis. (No cartilage seen.) 

-= May 4, 1959—cartilage left ear obtained at open 
surgery. 

Other significant laboratory findings: VDRL: 
‘nonreactive, CBC: Hb—15.8 gm., WBC: 6,400, 

- PCV: 46.5, Pmn: 68%, and LE Cell Test: nega- 
tive. Urinalysis, normal; Eos: 3%, Lymph: 22%, 
= Mono: 7%, and platelets adequate. Calcium, 5.3 
~ mEg/L.; Phos., 2.0 mEq/L.; total protein, 6.9 
-~ mg. %; Albumin, 3.7, and Globulin, 3.2. 

4 X-rays of sinuses, mastoid, skull, chest, hands: 
-within normal limits. 

Treatment and results: On varying amounts of 
is systemic steroids since February, 1958, with mod- 

erate control of symptoms. 


Chronic Atrophic Polychondritis. Presented by 
li -Louis H. Winer, M.D. and (by invitation) 
e oe M. Kırne Jr, M.D. 


plasma 
(No cartilage in 
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Patient: “Ma, age 32. 


In 1955, 


diagnosed as cellulitis, which cleared with penicil- 


tibor, PRs Lee sH 
race or nationality, > Caucasian. Significant family’, 
history: None. Significant personal history: None. — 
No history of allergies. 

Development of current dermatosis : 
patient developed a red, painful, swollen nose, — 


a 5 


lin. Following this, he had recurrent episodes of sA ? 


episclerotitis and arthritis, which responded to- 
topical and systemic steroids. In 1957, he began to 
have intermittent episodes of swelling, pain, and 


redness of both ears, and development of a saddle Be y 
nose deformity. During one episode of ear swelling, y 
the patient developed vertigo, nausea and vomiting, 3 
tinnitus, and deafness in the right ear. There have 


been no other skin lesions. 


Description of current dermatosis: At the pres- 
ent time, the patient is on maintenance steroid 
therapy, and there are no active lesions. There is 
decrease in size and loss of elasticity of both 
with a 
appearance. There is also a marked 


ears, the right greater than the left, 
“cauliflower” 


saddle nose deformity. 
Other significant physical findings: 


is no apparent involvement of any other carti- 


laginous structure, and no permanent joint de- — 


formity. 
Biopsy findings: Biopsy from the ear shows. 
necrosis of cartilage, associated with acute and 


chronic inflammation of the overlying skin of the 


ear. Biopsy of gastrocnemius muscle is normal. 
Other significant laboratory findings (abnormal 


and normal): WBC 13,900, 87% polymorphonu- | 
clears, 7% lymphs, 6% mono. Corrected sed. rate 
20 mm. C reactive protein 6 mm. Uric acid 5.7 — 


L.E. cell preparation, 5 


mg. %. Serum proteins, 

negative. Latex fixation tube test, positive 1:20. 

Chest x-ray and cardiogram were normal. 
Treatment and results: Patient is being main- 


tained on 20 gm. prednisone daily, which com- 
pletely controls the inflammation. Attempts to 


reduce this level in recent months have repeatedly 


led to a flare-up of the inflammation of the ears, 


eyes, and the peripheral joints. 


Discussion 


Henry M. Kune Jr, M.D.: This patient was 
the first case we saw. He was quite a puzzle until 


last December, when we read an article on the — 


subject by Dr. William B. Bean (Bean, W.; 
Drevets, C., and Chapman, ja 


ported by Dr. Bean, these patients had involvement 
of the ears, nose, eyes, peripheral joints, and, most 


serious, the involvement of the cartilages of the x 


respiratory system. In these cases, the condition 
Seemed to be episodic, with acute inflammation of 
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Moderate ; 
obesity. Blood pressure 160/100, pulse 100. There 


Chronic Atrophit FRN 
Polychondritis, Medicine 37:353 (Dec.) 1958), 


from the University of Iowa. In the 9 cases re- 


ah oz : 


j 


a 


- 
J 


oy 
. int a “the ears and nose, which resembles a cellulitis. As 
oa the condition progressed, these people lost the 
om isipo of the cartilages, developing the flappy 

ears and the saddle nose deformity. The inflam- 

-mation of the eyes resembled a conjunctivitis or 
a a - episcleritis, although, in several cases, apparently 
Poem _ there was an iridocyclitis, with some loss of vision. 


<A ka The joint manifestations varied quite a bit. In 
< some cases, there was severe involvement, with a 
= — picture resembling rheumatoid arthritis, which led 
"RAI to severe crippling. As far as the positive latex 


= fixation test in the first case, this is not specific, 
and we find supposed false-positive in 5% to 10% 
~ of people. The test is positive about 90% of the 
ar i time in rheumatoid arthritis, depending on the 
ae = particular technique used. The most serious in- 
a volvement is the involvement of the trachea and 
the bronchioles. This is not a benign disease. Of 
-the nine cases reported, five had died of intercur- 
z A: = ‘rent pulmonary infections. Of these others, one, 
= atthe time of the report, had a permanent trache- 
~_otomy, one had an “unsteady” rib cage, and one 
had crippling arthritis. The other case is on ste- 
i ha ‘roids, and is doing well. There are no specific 
eee ot aed tests. Most of them have an elevated 
sedimentation rate and an elevated white count. 
S z The finding they all have in common at biopsy 
KAR or at post mortem is the inflammation of the 
SEN cartilage, with the destruction of cartilage and the 
à E eventual replacement with fibrous tissue. The cause 
` of the disease is not known. Some people think 
P itis a type of autoimmune reaction. We have been 
-~ trying to demonstrate the presence of antibodies 
D to the cartilage, so far without any success. The 
= only treatment that has been successful has been 
-= steroids. 
C — Tuomas H. Srernperc, M.D.: There is some 
AN similarity to Wegener’s granulomatosis. In Wege- 
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A. M. A. ARCHIVES OF DERMATOLOGY na 


rae eet 
ner’s granulomatosis the mucous membranes oE: 


$ 
the nose, the lungs, and the kidneys are the main $ 
organs involved. This patients symptoms first ` 
involved the nose, then the joints and cartilage, 
and he is obviously ill. While the detailed patho- a 
genesis is unknown, most investigators consider 
it a form of polyarteritis nodosa. I have a feeling — 
that this patient has polyarteritis nodosa, too, and — 
that within a matter of a few months it may be 
possible to make that diagnosis. a 


Lours H. Winer, M.D.: The histologic section 
stained with hematoxylin and eosin shows that sA 
the epidermis and cutis stained very faintly. Deep 
in the cutis is an inflammatory perivascular in- | 
filtrate of round nucleated cells. Beneath this in- 
the cutis is a myxedema-like reticulated anuclear vi 
zone lying directly over the cartilage. The super- H 
ficial cartilage is undergoing liquefaction, or mu- Ahi 
coid degeneration. Cellular inflammatory reaction 
is absent in this area. Under high power magnifi- 
cation, the cartilage cells are seen to lose their 
cytoplasm, and only the nuclei remain. This lysis 
of cartilage cells by liquefaction forms a clear 
space between the cutis and the cartilage. Normal 
cartilage can be observed deeper in the section., ce 

Š 


Under high magnification, some of the nuclei 
of the lysed cartilage cells are undergoing mitosis, | 
and many of the nuclei appear viable, retaining — 
large central nucleoli. Other free-lying cartilage 
cell nuclei contain irregular chromatin granular — 
masses. i 

Although the nuclei are reproducing, the cellular | 
cytoplasm is altered, and unable to fix and hold 
the chondroitin sulfate as it does in normal 
cartilage, 

Doctor Thomas H. Sternberg mentioned the 
fact of vascular involvement. In the small capil- 


m E "E a 
Fig. 1—The lysis ETN TA cells appear in ba 
the lower third of photomicrograph. The upper 
two-thirds shows the reticulated myxedematous 
cartilage. Hematoxylin and eosin. X 500. 
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Fig. 2—This shows normal cartilage in the 
lower, and lysis of cartilage cells in middle and 
upper third of the photomicrograph. Hema- 
toxylin and eosin. X 1,000. 


laries the capillary walls show hyalinization, as 
is seen in Wegener’s granuloma. 


Coccidioidomycosis. Primary Cutaneous? Pre- 
sented by Victor D. Newcomer, M.D., and (by 
invitation) RicHarp S. Homer, M.D. 

Patient: Mexican girl, age 8: 

Development of current dermatosis: While play- 
ing outdoors in Tijuana, Mexico, around January, 
1958, the patient fell and “skinned” an area below 
the left knee. A crust formed over the injured 
area, and the patient was otherwise asymptomatic 
until two or three weeks later, when she de- 
veloped pain in the left groin. The following day 
she developed some fever, and the mother noticed 
pus oozing from the site of injury. During the 
next six months, the patient developed swelling 
in the region of the left inguinal lymph nodes, 
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which was incised by a local physician in Mexico. 
The original injury site drained some purulent 
material, but the lesion gradually healed in a 
period of two to three months. During the six 

months following injury, the patient developed 
several satellite lesions, which were nodular, of 
a dusky red hue, having a slightly moist greenish 
crust, and an area of induration surrounding them. 
Since the onset of illness, the lesions which have 
formed have progressed towards healing or have 
healed. A new nodular lesion developed above the 
left knee on April 15, and has recently shown a 
central area of ulceration. One nodule in the left 
groin was biopsied on August 18, 1958. There 
have been no lesions anywhere else on the body, 
and no lymphadenopathy, except in the area of 
regional drainage. 


Fig. 3.—Mitotic figures within a lysed carti- 
lage cell. Hematoxylin and eosin. X 5,000. 
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` 
Fig. 4.—Endothelial nuclei hang into the lu- 
men of a small capillary whose wall is 
amorphous and hyalinized. Hematoxylin and 
eosin. X 5,000. 





Description of current dermatosis: At the pres- ing her injury. Initial treatment with erythromycin 
ent time, there is a 1X2 cm. elevated, brownish- produced no improvement. Following the diagnosis 
` red nodule, having a central erosion and crust. of coccidioidomycosis, she was given a short course 
í This lesion is seen about 5 cm. superior to the of intravenous amphotericin B over a seven-day 
SaN -~ left knee. There is a 2X3 cm. depressed atrophic period. Therapy was discontinued because of low- 
ae - scar below the left knee at the original site of grade fever and albuminuria. The total dose of 


ao > Feus . . E 4 3 
i E A caged ae mae, OO pe ne amphotericin B received over the seven-day period 
agen. «ONCE the Fett knee, an AIRA ecarg }On ne ISM” antea to 3.05 mg/kg. Urine culture at that 


-= upper thigh and left inguinal region, which repre- 


x i i z time revealed a urinary tract infection due to B. 
` sent the sites of previous active nodules, are also 


am present. Moderate inguinal adenopathy persists. coli; which ‘responded to tetracycline. therapy. 
- Other significant physical examination is other- Localized Lymphatic Sporotrichosis Treated 
© wise negative. with Oral Amphotericin A and B. Presented by 
see Biopsy findings: Biopsy obtained August 18, Vicror D. Newcomer, M.D., and (by invitation) 
ž © 1958, is reported to “reveal areas of necrosis and RICHARD S. Homer, M.D. 
a ovoid bodies consistent with Coccidioides immitis.” Patient: Mexican woman, age 58. Occupation : 
AA D Other significant laboratory findings (abnor- housewife. 
== mal and normal) : X-rays, July, 1958: chest, 5 ea Development of current dermatosis: Patient was 
~*~ femurs, and skull, negative. X-rays, March, 1959: 


Be eg = a Dood ent mainais admitted to University of California Hospital at 
e emurs, negative. mp ’ ‘SIS, i A l A 958. She had 

p July, 1958: normal. Sedimentation rate, July, 1958: os ATeno -Augist Iy TR -Sne Tr TE 
X 24 mm/hr.; March, 1959: 24 mm/hr. PPD #1 
and # 2, July, 1958: negative. Histoplasmin, July, 


perfectly well until two months prior to admis- 

sion, when, while visiting in Mexico, she acci- 4 
dentally forced a wooden splinter underneath the 
nail of the left index finger. The resulting wound 
failed to heal, and she developed.a chronic hyper- 
trophic granulomatous lesion at the site of injury. 
About 15 days later, she noticed the insidious de- 


f 


i 1958: 2+. Coccidioidin 1:100, July, 1958: 4+. 
» — Mouse inoculation of biopsy material revealed 
sa C. immitis. 

“San Serological tests for coccidioidomycosis (per- 
> formed by C. E. Smith, M.D., serologist to Public 


RF ; i ; velopment of red, elevated, nodular lesions, appear- 
ae Health, University of California, Berkeley: ] ~ ing progressively up her left arm in a linear 
“ee Date Precipitin A omp. Fix. fashion. Examination on August 15, 1958, revealed 
Bea August 5, 1958 Negative Negative a granulomatous process beneath the nail of the 
T September 1958 Plus/minus left index finger, with local erythema and swelling. 
-. October 1958 Negative Plus/minus On the dorsal surface of the left arm and fore- 
Ve March 12, 1959 Negative 1:2 arm were multiple red papules and nodules, vary- 
x fas | Complement fixation studies for blastomycosis and ing in size from a few millimeters to 2 cm. in 
ake histoplasmosis were negative. diameter. Purulent material was draining from 
ee Treatment and results: Patient was first seen the centers of several of these nodules, and in 
iia ‘in Los Angeles in July, 1958, six months follow- several areas the nodules had coalesced. There 
a wf 168/472 
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were several siibboheons nodules present in the 
eit axilla, but no lymphadenopathy was present. 
m Be Description of current dermatosis: At the pres- 


T ot time (about six months after the patient had 











































porotrichosis. Other significant physical findings: 
5 _onconttatory 
- Biopsy findings : 






Biopsy ot one of the lesions 


i is, compatible with sporotrichosis. 

= Other significant laboratory findings (abnormal 
and normal): Culture of one of the lesions re- 
YA coum Sporotrichium schenkii. Inhibited by ampho- 
8 “tericin B, lag/ml. 
= Treatment and results: The patient was given 
e 200 mg. tablets of amphotericin A and B, 
~ containing approximately 100 mg. amphotericin 
na B activity, and 70 mg. amphotericin A activity 
per tablet. The dosage schedule was as follows: 


> 
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rað 
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i hie igs. Date Dosage 
Sept. 18, 1958 600 mg. per day 
Fs Sept. 22 800 mg. per day 
AASR Sept. 23-26 1 gm. per day 
REINE Sept. 27-29 2 gm. per day 
peasan 42°. Sept, 30 1 gm. per day 
ies Oct. 1 to Nov. 14 3 gm. per day 


On Oct. 8 and 9, 1958, she received ampho- 

~ tericin B intravenously in a dose of 5 mg. per day, 

4 but was unable to tolerate this treatment because 

Se of fever, chills, headache, nausea, and generalized 

E aches. Amphotericin B intravenously was discon- 

tinued, and oral therapy was continued. By the 

` end of the therapy period she appeared clinically 

ee well, with all lesions being inactive. There has 
been no evidence of recurrence since that time. 


-Response of Patients with Superficial Fungus 
Infections to Oral Griseofulvin Therapy. Pre- 
- sented by THOMAS H. STERNBERG, M.D.; VICTOR 
D. Newcomer, M.D.; R. M. Retsner, M.D, 
and R. S. Homer, M.D. 
Fs This patient is a 5-year-old white girl. 
Skt, Organism: Microsporum canis; location: scalp, 
hair. Duration of illness: three and one-half 
- months. Dose: 0.5 gm/day; duration of treatment: 
-53 days; total dose: 26.5 gm. Results: clinically 
mA cured; toxicity : none. 
* The patient: a 13-year-old white female. 
Organism: Epidermophyton floccosum; location : 
y wik, dermatitis of face, scalp, eyelids, and 
ES: ears. Duration of illness: 2 years, 7 months; dose: 
T gm/day. Duration of treatment: 27 days total 
_ dose: 27 gm. Results: clinically cured; toxicity: 
_ none. 
- The patient is a 42-year-old white male. 
Organism: Trichophyton rubrum; location: 
a aa soles, fingernails, toenails ; duration of ill- 
= ness: 10 years. Dose: 1 gm/day, then 1 gm. twice 
E js parece. Duration of fae 3: 1 gm/day for 43 
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days; 1 gm. twice weekly for 36 days. Total AR SS ic 
52 gm. Results : palms, soles clear, 20 days; eer o 
nails clear, 78 days; 50% new normal toenails. i 
Toxicity: none. a 

This patient is a 34-year-old Mexican man. : 

Organism: Trichophyton rubrum; location: 
glabrous skin, palms, fingernails, toenails. ro j 
tion of illness: 15 years. Dose: 1 gm/day, then 
1 gm. twice weekly. Duration of treatment: AG y 
gm/day for 14 days; 1 gm. twice weekly for 2 
days. Total dose: 22 gm. Results: glabrous S 
clear, 14 days; palms clear, 21 days; wh 
normal nails. Toxicity: none. 










Discussion 


ec 
J. Warrer Wixson, M.D.: The concept of pri- 

mary cutaneous coccidioidomycosis varies widely. — 
The early workers, including those who had- to 
do with the second case ever to be reported, Rix- | 
ford and Gilchrist, believed that, in any case of % 
coccidioidomycosis in which the initial lesion ap- 
peared in the skin, the infection had been inocu- ina ; 
lated at that point. The concept which has- been > 
attributed to me is that the only ones that are ‘es 
primary cutaneously inoculated coccidioidomycosis - ef ae 
are chancriform, and resemble sporotrichosis; rep- ; H 
resented by the three that I keep talking about, sy 
two of which I have seen myself. I am sure that _ 
neither end of this axis is the true one. I have 
never said that primary inoculation into the skin | 
results only in the symptom complex that we de- 
scribed, but I do say that these are the only cases 
known to have been inoculated into the skin, and ~ voit 
that we should use them as the prototype, instead — ia 
of accepting other cases as being due to primary | mS Ý 
cutaneous inoculation, unless there is other good. a 
evidence. I think the question mark after the a 
“primary cutaneous” designation in the first casera a 
shown here today is justified. It appears that S 
in this case most of the factors are present HA 

which would be necessary to justify accepting a 
this as being inoculated directly into the skin 
at the time of this original injury. This child A 
sustained the injury somewhat later, I thi 
than January, 1958, according to the history I 
got; somewhere around April lst. All of these 
lesions appeared about the same time, about two 
weeks after this injury. This is in keeping with 
our experience in the three known cases, whi A 
were in laboratory personnel, and known to hotel gy ty 
been inoculated in that manner. It would have 
been nice if the precipitin test, at the. first time — 
it was examined on August 5th, had been positive, es 
because the presence of a positive precipitin indi- | 7 
cates an early infection. It disappears, on the E 3 
average, somewhere around the third month, and As 
has never been found after the seventh month, tk 
unless a new reactivation of certain lesions has ir 
occurred. The fact that the complement me. Wes “ag | 
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me = test has never gone to a significant level is rather 
Ber = helpful, because in disseminated cases, with as 
» many lesions as this child has, the complement 
a fixation would probably have been a little higher 
y at least, even though it may remain low with a 


«me _ single disseminated small area, since it seems to 
RS be a measure of the number of organisms that are 
4 E causing the disease at that time. It is difficult to 
Z = find the organisms in the section from this case; 


i I examined a couple of drops of fresh purulent 
oe eu} ‘material today, and could not find any coccidioidal 
B l spherules. This is consistent with the clearing of 


Ae a primary lesion. I would expect that cultures 


ag > can still be obtained, however, because one can 
_ inoculate a successful culture with only one organ- 
mA iB i ism, and there may very well be still one or two 


Ee or three per drop in this fluid. This patient may 
ct 


aes recover completely, and I believe she would then 
y _ probably fit in pretty closely with a diagnosis of 
primary cutaneous inoculation coccidioidomycosis. 
px Ko _ However, she may prove to be on a rising titer 
? of complement fixation, and then we will get into 
7a s an argument as to whether a primary cutaneously 
a -inoculated coccidioidomycosis disseminates. I have 
Bi si one more observation here. I myself wouldn’t have 
ZT ze given the amphotericin B, because I would 
Me have liked to have seen what she would have done 
ye without it. If she gets well now, amphotericin 
3 may get part of the credit for curing her, and 
re at it was really a primary cutaneous inoculation, 
ae think she would have gotten well without it. 

ee ys don’t think that giving a drug of this type is 
E indicated when the serological tests and the clini- 


= cal picture point toward a favorable prognosis. 


‘sie he Regarding the patient with sporotrichosis, it 
ba. is beautifully apparent that she had sporotrichosis 
a in a typical form—the usual form, in fact—and 
i that she has gotten well. The manner in which 
= she was inoculated was typical, and the geographic 
Bo: ee region of Texas, and its border with Mexico, has 
: Bs be raion a good deal of our sporotrichotic knowledge, 
> from the writings’ of Smith and Garrett. This 
ae La -type of sporotrichosis has a rather small spon- 
“4 ie _ taneous complete cure rate, perhaps 50% of the 
© cases continuing for months and months, if they 
z given some drugs. Potassium iodide usually 
_ works fairly well, and it probably could have done 
T. as well here as the amphotericin B. However, it 
A 3 -is nice to know that amphotericin B is active in 
zA 2G this condition, because there are some cases which 
a bt resist iodide. Also, sooner or later, we will have 
: È F, a chance to try amphotericin B in a disseminated 
Br. case of sporotrichosis, in which type the iodides 
z E have not been very successful in the past, and it 
p - is good to feel that it might work in that stage. 
a -So far as griseofulvin is concerned, I think we 


Er. +- are pretty well assured that it has an effect against 


fa a all the dermatophytoses. The questions that have 
ee -not yet been answered are the minimal dosage 


“07 474 
























r5 







E. 


ja i 
= r 
- 


~ 
Mi 








A. M. A. ARCHIVES OF DERMATOLOGY 
which is effective, ahd the ddration ot ihis ater 
dosage. I think that maybe within a year we can 
know the minimal effective dosage for Trak 3 ra 
ton rubrum infections, in which we don’t have nd 
any spontaneous cure rate to clutter up the sfa- ei 
tistics. In the forms of acute vesicular ringworm — vs 
of the feet, I am sure that it will take a long, | 
long time to know what this drug has to con- 
tribute, because the spontaneous cure rate, the 
necessity of using adjunctive measures for dis- 
comfort, and the acuteness and seriousness of the 
patient, are all going to keep us from learning 
exactly what this drug can do. In some of the ; 
resistant scalp infections, I am convinced this drug -~ 
will be a godsend. Also, I have seen so far no ! 
reason whatsoever to change my mind in the | 
opinion that T. rubrum patients have that disease ps 
because they are abnormal to start with, and that — 5 
this drug does not change that abnormality one 
bit. All it does is inhibit the growth of the fungus — 
inward, and helps the patient by creating a keratin 
barrier, which grows to the exterior and pushes 
the fungus off. We already have one man at Long 
Beach whose infection has recurred three times, ? 
and we have put him back now for the fourth 
time on griseofulvin. I am sure that wheat: : 
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indi unless the immunologic defect is connate aN 
So I think we will finally have to arrive ata ae. 
maintenance dose. What we need is “how little i 
per day and for how few days” will control these 
cases, and I think even this maintenance amount 
is going to represent a sizable cost to the patient 
per year. 


Marjorie Frantz Bauer, M.D.: Did this case 
of Epidermophyton fioccosum, which traditionally 
involves just nails and skin, involve hair in this 
case, or was this just scalp skin? 


Vıcror D. Newcomer, M.D.: Hairs were not Be. 
involved. EE 


JEROME K. FisHer, M.D.: The 42-year-old man 
with the eruption of 10 years’ duration said that, 
for the first two days of treatment, 1 gm. of griseo- 
fulvin daily, his hands became worse; they became om 
redder, and burned and itched, just as one would 
expect from a typical allergic reaction, similar 
to a Herxheimer reaction, from the destroyed T. abe 
rubrum. In treating Trichophyton rubrum, we have 
never found much in the way of allergic response 
from patients. The infection, like that from M. 
audouini, has gone on with little reaction from 
the host. Apparently there is, in T. rubrum infec- j 
tion, a local sensitization, somewhere between the | 
reaction of audouini and that of gypseum. ae Fi 

RicHarp S. Homer, M.D.: The question mark _ 
after the diagnosis of the first case probably still- 

OA 


a? 


belongs there, since the diagnosis does not fit all 


v 


of the criteria for primary cutaneous coccidioido- 5 
mycosis. The history that we ened was through 
















BY ee C E Sinith, precipitins in coccidioidomycosis 
ie are almost completely gone by three or four, or 
E at most, five months after the initial infection. 

There are a few instances where the precipitins 
_ have persisted for as long as seven months to two 
3 years, but these have all occurred in patients with 
is disseminated disease. The only situation where 
~ precipitins are known to recur, once they have 
bs disappeared, is following the rupture of a periph- 
_ eral pulmonary cavity, producing a hydropneumo- 
__ thorax. 


_ In this particular case, the absence of precipitins 
| f: still compatible with the diagnosis of primary 
cutaneous coccidioidomycosis, since one would ex- 
_ pect that precipitins would no longer be present 
Bp to the time the test was performed. Since this 
case remained undiagnosed for several months, 


recipitins were not done early in the course of 


he disease, as has been done in the previously 

reported infections in laboratory workers, where 
| i Fg exact moment of inoculation is known. Thus, 
we cannot say whether they were or were not 
there shortly after the initial injury, nor can we 
= definitely state that they might not have been 
"present sometime earlier, when a primary pulmo- 
ea nary infection could have been acquired. Ampho- 
$ _ tericin B was employed in this case because we 
Se are conducting a study to evaluate this drug in 
itn -coccidioidomycosis. The patient proved to be an 
ta unsuitable candidate for this study, and did not 
oY receive enough amphotericin B to make any dif- 
Pe | ference in the course of the disease. 
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In the case of sporotrichosis, the projected slides 
show the appearance of the lesions before treat- 

o ment. In a recent report, intravenous amphotericin 
B was used successfully for the treatment of two 
-cases of sporotrichosis, one of which was dis- 
inated Amphotericin B, given orally, has been 
Egna in a number of deep mycotic infections, and 
-therte are several reports of success in single in- 
stances, even though the blood levels are low, and 
č the absorption from the intestinal tract is variable. 
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The combination of amphotericin A and B was 
i in this case, because there is some evidence 
- that greater absorption occurs with the use of a 
es combination of the amorphous materials than with 
eer altized or purified amphotericin B. The other 
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advantage of using the oral form of amphotericin — Os 
is that toxicity is almost negligible, when com- 
pared to the intravenous administration of the 
drug. The blood levels obtained with oral ampho- — 
tericin A and B were probably not equal to the — 
amount required to completely inhibit the organism _ 
in vitro, but the success of the drug in this case 
may represent a situation where even a sishi ~ oa 
inhibitory effect is enough to enable the natural — 
resistance of the patient to overcome the disease. TE. i 
The usual course of localized lymphatic sporo- Sea 
trichosis seems to represent a situation in which — i 
the infecting organism and the host’s defenses are 
in an approximate balance. In such a case, adding ae 
anything which inhibits the growth of the organ- are: 
ism might be enough to allow the host’s resistance _ 
to overcome the infection, There are a few ane ; 
stances in which localized sporotrichosis healed | 
spontaneously, but, in the majority of cases, theni 
usual course is that of chronicity and slow pro- 
gression. When one compares the rapid involution 
of the lesions following treatment with oral — 
amphotericin A and B, as compared to the normal - 
course of the disease, it seems most probable that oh 
the drug was responsible for the cure in this case. e 

J. Warrer Witson, M.D.: Griseofulvin has not 
been entirely eliminated from effectiveness in the z re A 
deep. mycotic infections. Dr. Gonzalez-Ochoa 
in Mexico has two cases of sporotrichosis which 
are responding to it, and he says that in vitro +f 
many of the strains of sporotrichum respond. In- 2 5 
Mexico City they also have three cases of No- =- 
cardia brasiliensis infections, which have responded 
to griseofulvin, even though, in their own labora- 
tories, the drug does not inhibit that fungus in 
vitro. So there is still a lot to learn about this drug. — 
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Sarcoidosis. Presented by Epwarp L. LapEen, M.D. at Ee 
(by invitation) J. MALINER, M.D. 


T ol eT 
Intraeutaneous Emphysema. Presented by Ep 7 ý 
Wricut, M.D., and (by invitation) GaneErt Vision veg 
M.D. 


‘ 
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Amyloidosis, Multiple Myeloma. Presented by HAroLD 
Price, M.D., and (by invitation) Morcan LINDBERG, 
M.D. 


Sub-Corneal Pustular Dermatosis—Snedden and Wilkinson. 
Presented by Tuomas H. STERNBERG, M.D., and (by invi- 
tation) Norman H. Netson, M.D. 


Diffuse Scleroderma. Presented by WILLIıam N. PIPER, e 
M.D., and (by invitation) Ronatp M. RersNeErR, M.D. 


Sjogren's Syndrome. Presented by Epwin T. WRIGHT, Ta 
M.D., and (by invitation) MıcmaerLr L. Marte, M.D. 


Results of Dermabrasion in Adenoma Sebaceum. Presented j 3 
by PauL Le Van, M.D., and (by invitation) Morcan | 
LıNpBERG, M.D. 


Results of Dermabrasion in Adenoma Sebaceum. Presented 
by PauL Le Van, M.D., and (by invitation) MORGAN 
LinpBEerc, M.D. 
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ARI, rot Tiaan. M.D., Secretary 
Shih 26, 1959 


S Genie Penicillin Urticaria, Unresponsive to Penicillinase 
È: Y 


Bes Therapy. Presented by Stanton B. May, M.D. 


ea? aa Necrobiosis Lipoidica Without Diabetes. Pre- 


ie sented by Stanton B. May, M.D. ` 
y D Paget's Disease of the Breast. Presented by Stanton B. 
= May, MD. 

E 


7 ie - Generalized Hyperpigmentation: Case for Diagnosis. Pre- 


<à Da: sented by Rapu B. Coomser, M.D. 


i ae SP _ Leukoplakia Developing on Lichen Sclerosis et Atrophicus? 
ees Radiodermatitis. Presented by Witt1am B. Reerp, M.D. 


w at ‘Case for Diagnosis and Suggestions for Treatment (Kaposi's 
ey -Sareoma? Tuberculosis Cutis Verrucosa? Verrucae Vul- 
R T aariat). Presented by Jonn B. Watson, M.D. 
Case Presented for Diagnosis: Porphyria? Presented by 
Stantey H. Mounce, M.D. 


Submitted for publication June 29, 1959. 
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carro Fungoides. Presented by Dr. Arvin M. 
is LASHINSKY. 
e - Reason for presentation: Response of mycosis 
i i Bulpides to teleroentgen therapy. 
Be History: The patient, a 70-year-old white man, 
Be, 2, was in excellent health until the onset of his dis- 
~~ ease 12 to 13 years ago, when he first began to 
stave pruritus of the groin, without visible cutane- 
ou s changes. After six months, he developed red- 
ness and itching of the back of the left shoulder 
ES eee left arm. The eruption gradually spread and 
SA new plaques appeared and coalesced over the en- 
suing twelve years, until most of his body was 









ae covered with lesions at the time he was first seen 
ap by us on May 15, 1958. 


K: oy He presented a generalized pruritic eruption 

oe 73 consisting of many, large, confluent, brawny red, 
 irregular-shaped plaques covering most of the body. 
Some of these lesions were crusted and most were 
infiltrated. On the left wrist there was a lesion 


_ which was markedly edematous and erythematous. 





`: © Blood count showed normal figures. A biopsy 
N pe r ; s : 
pi a -© Submitted for publication August 21, 1959. 
E 172/476 ir 


crusts, are less infiltrated and erythematous, and 
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Light Sensitivity Dermatosis? Dermatitis Herpetiformis? | 
-Presented by Stuart H. Marter, M.D. ret 7 


Leiomyoma Cutis. Presented by Epwarp L. Murpuy, M.D. 


Case for Diagnosis: Psoriasis of Nails? Factitial? Injury to ie 
Nails? Idiopathic Dystrophy of Nails? Presented by | 
CLETE S. Dorsey, M.D. ive a 


Hemangioma of Left Breast, Superficial and Caveat 2 
Types. Presented by Stanton B. May, M.D. ; | 
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Lichen Planus, Onychodystrophy (Familial Absence or : b 
Partial Absenee of Multiple Nails). Presen by K 
LAURENCE J. UNDERWOOD, M.D., and WALTER S. Gn. iv 
M.D. É 

Light Sensitivity Dermatosis? Dermatitis Herpetiformis? $ 
Presented by Stuart H. Marter, M.D. a 

4 


Traumatie Alopecia and/or! Trichotillomania, Presented by 
Rose B. Saperstern, M.D., and Joun W. WALTERS, Cary 


M.D. | ea 
ON DERMATOLOGY AND SYPHILOLOGY = 

i à $ 

=a 


which had previously been performed elsewhere X 
had been reported as mycosis fungoides. Ris}: 
Treatment: On March 18, 1959, the patient was — r 
given the first of nine treatments of 50 r each, 4 
to the anterior and posterior surfaces of his body 
for a total of 450 r to each surface. Two treat- 


ments per week were given, using radiation of 
50 kv., 40 ma., HVE, $2 mm. Alat a FORNO FE 
2 meters. ae 

There has been significant subjective and wa 33 


jective improvement. The lesions have lost their 


~ 
A 
- 
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have become more pigmented. Edema has de- -~ 
creased, especially at the left wrist. There has- 
been complete disappearance of pruritus. It 3 s 
interesting to note that a crusted lesion re 
in the left eyebrow which had been inadvertently -~ 
protected by the lead eye shields used in the treat- 
ment. This is the only lesion which is still in its 
original state. a : 

Recently this patient was given a tenth the i 2 
ment at 50 r to the anterior and posterior iat a wW ý 
surfaces in an attempt to find a dose with which 
the improvement can be maintained. ; 























j, EN N: F Foll lowing the publica- 
tior 1 of Carl G. igi) re en, who used a Dermapan 
nit, operated at 50 kv. and 25 ma., at a target- 

kin distance of 2 meters, for the iarcgelibet of 

certain widespread dermatoses such as psoriasis, 

-exfoliative erythroderma, mycosis fungoides, etc., 

= a Picker 60 x-ray tube was installed by the 

3 Picker X-Ray Company at the New York Skin 
= and Cancer Unit. The tube is two meters from 

© the | floor where the patient is placed horizontally 

so as to be irradiated from head to toe at one 
= time. With this setup the distribution of radiation 

poet the entire body i is quite good with but a 20% 
k to 30% falloff in dose at the periphery. The 

-method of irradiating the patients and the dosage 
`- schedule used at the New York Skin and Cancer 
_ Unit are similar to those used by Schirren. The 
_ patient presented tonight demonstrated a favorable 
= response from this form of therapy. I am not 

familiar with the details of the various patients 
_ treated. Not all the responses, however, have been 
_ favorable. 

This particular form of radiation has been used 
with the hope that some method other than the 
cathode ray may be employed satisfactorily in the 

- management of widespread diseases such as these. 
There are to my knowledge but two, and per- 

_ haps three, cathode ray generators in this country, 
one in Boston with which you are certainly fa- 

miliar, where Dr. Fromer has done considerable 
work with whole body radiation of diseases of 

_ this order. The cost of such units, however, runs 
into millions of dollars, and the installation re- 
=- quires a building in itself. There is some hope 
that, with this type of unit, whole body irradia- 
‘tion will become practicable, where the depth dose 
is limited and the chances of damage to deeper 
- structures, including blood, are minimum. 

Dr. Leste P. Barker: Have you checked on 
the gonad dose of this, which will be brought 
up, of course? 

-= Dr. Wirren: We have not done exact measure- 

ments; the gonads are shielded with lead in these 

_ patients. As it so happens, this group of patients 

are of the age where it does not make any real 

_ difference whether the gonads receive any radia- 

tion or not. 

Dr. Rupotr L. Barr: As Dr. Witten has pointed 
out, with this x-ray unit the falloff at the periph- 
ery is very small. Nevertheless, there is evidence 
ne t the falloff, together with the greater distance 
a e periphery, has some effect on the thera- 
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each -to the front and back. He showed a band 
alc g fach arm and leg of unimproved, i.e., psori- 







had received an adequate dose, the very” periphery ‘ 
of his body in prone and supine position did not | 
receive enough radiation. However, the ‘radiation — ae s nn 
emitted by this unit appears to be very useful sd A 
in some cases. The unit has the very great practi- JGR 
cal advantage of enabling the therapist to treat ios f 
the patients whole body with two simple and- o. pe 
short exposures. fs ae 

Dr. Atvin M. LAsHINSKY: As far as has been 2m Š 
determined at the present time, there are noo & pi 
systemic reactions in patients who have received 
one or more courses of therapy. Repeated blood 
counts on all patients who have received tele- s ae 
roentgenotherapy have shown no significant altera- DE 
tion from their initial blood picture. This method e. 
is an attempt to find another modality with which ie 
to treat patients with mycosis fungoides and re- 
lated skin diseases. To date, approximately 24 
patients have been treated by this technic. The 
best results are observed in patients who show — 
a minimum of tumor lesions. Subjective as well | 
as objective improvement is noted by about the | 
fifth treatment and continues beyond the termina- 
tion of the course of therapy (50 r each, an- 
teriorly and posteriorly, every other day for nine 
treatments). Unfortunately, most patients show Re 
a recurrence of their skin disorder between the Ry An 
fifth and twelfth weeks after completion of the i 
therapy. At present, these patients are being given 
additional treatments at various routines in order 
to evolve a maintenance dose schedule. 


Hand-Schuller-Christian Disease with Lesions 
of Xanthoma Disseminatum. Presented by 
Dr. JAcK EIsert. FA 
The patient is a white boy aged 14; the com- Ka 

plaint, generalized eruption of four years’ dura- 

tion. 

History: This boy was in good health until 
March of 1955, when he noted the onset of an 
eruption involving the trunk and arms. In May 
of 1955 he developed pain in the right knee and 
right hip. With progression of these symptoms, 
he was hospitalized in June at another institution 
and put in traction. Ea K j 

As of July, 1955, diabetes insipidus ETEND. a As S, 
prominent feature in this patient’s symptomatology. — g oa 
His polyuria and polydipsia were impressive, and 
he is reported to have drunk as much as 6-7 quarts zs E i 
of water each day. At this time “punched-out” Bes Ee 
lesions were seen in the upper end of the right oe 
femur by roentgenogram. A biopsy of the bone 
lesion was performed and interpreted as repre- 
senting a “benign giant cell tumor.” Subsequent 
review of the slides, however, led to a diagnosis 
of “eosinophilic granuloma” of the bone. 

By August of 1955 the patient developed symp- 
toms of left knee pain similar to that experienced 
on the right side, and he was hospitalized at the 
Presbyterian Hospital for the first time. The 
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diabetes insipidus was documented, and a skin 
biopsy was read as exhibiting a reticuloendothelio- 
sis. It was also noted that the patient exhibited 
unilateral (left-sided) exophthalmos. Radiotherapy 


was administered to the right hip region. At that 


time there was minimal restriction of the visual 
fields. 

Over the ensuing years he was admitted to the 
Medical Center on five more occasions. His dia- 
betes insipidus was no longer a problem, as it was 


brought under good control through the use of 


Pitressin Snuff. A continuing problem was the 
development of new bone lesions. Involvement of 
the left humerus, left femur, pelvis, posterior 


‘parietal bone of the calvarium on the left, and 
right pelvis, eighth rib and femur were prominent 


in causing the patient much distress. These lesions 
tended to respond well to the use of radiotherapy. 


In July of 1956, because of complaints of 
malaise, anorexia, an elevated erythrocyte sedi- 
mentation rate of 90, and low-grade fever, therapy 
with corticosteroids was instituted and has been 
maintained since. 


In November, 1956, bilateral blurring of vision 
was the patient’s chief complaint. At this time 
papilledema was thought to have been present and 
in the visual 
fields in all directions. A ventriculogram was per- 
formed revealing negative spinal fluid examina- 
tion and normal ventricles. Examination of the 
optic foramina revealed no abnormalities. Subse- 
quently the bilateral eye pathology was interpreted 
as being consequent to the development of xan- 
thomatous deposits in the retina. Radiotherapy 
brought immediate subjective and objective im- 
provement, but within six months he had essen- 
tially lost all power of vision. 


Since the start of his illness the patient’s skin 
lesions had generally tended to progress, although 
there had been periods of slight improvement. 
Nicotinic acid in doses up to 1,500 mg. per day 
have recently been administered at another clinic 
in an attempt to improve the dermatological pic- 
ture. It has apparently been successful in affecting 
reduction in size in numerous lesions. Other medi- 
cations now in use include methylprednisolone 
(Medrol) (10 mg.) as well as the Pitressin 
Snuff. The patient’s most recent complication has 
been the development of herpes zoster in a L-3 
distribution on the left. 

Examination: On examination the patient’s BP 
was 100/70, pulse was 84, and respiration 14. 
Fundi revealed changes secondary to marked 
lipoid infiltration bilaterally. Pupils were dilated 
and fixed. Heart and lungs were normal. There 
was no thyromegaly, hepatosphenomegaly or pe- 
ripheral edema. Genitals were prepubescent with 
small testes. 
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The patient was inde to Gave an extensive _ 
eruption involving the trunk and buttocks, brown- _ 
ish macular and papular lesions with yellowish © 
centers were found extensively in the axillary — 
areas. Tuberous lesions were noted on the ex- — 
tremities and xanthomata were observed on he ts cd 
eyelids and buccal mucosa. The residua of herpes — 
zoster infection were noted in an L-3 distribution _ 
on the left. Éi 

Laboratory data: Significant laboratory data 
have included an erythrocyte sedimentation rate 
of 90; serum cholesterol of 259 with numerous A 
normal cholesterol readings; urine ketosteroids ex 
of 1.6 mg. per day; elevation of a- and B-globulins 


jdt 


in protein determinations; urinary specific gravity as 
ig 


readings of 1.001; and alkaline phosphatase of 
15 King and Ateisteone units. Roentgenographic — j 
lesions are as described in the history. Electro- * 
cardiogram suggested right axis deviation. ae 
Other cata inchide: Hgb of 13.3; WBC count oe 
of 12,200 (N-68%, E-1%, L-25%, M- 6%); nega- 
tive urinalysis (A.-9.7, P. 3.3); normal electrolytes; tp 
acid phosphatase of .65 (Bessey Lowry units); — F 
serum amylase of 23; FBS of 94, BUN of 27, è $ 
and protein partition revealing total protein of N 
7.6 with 4.18 albumin. TH 
Biopsy: lesion of the buttock exhihiaax ait 4 
attenuated epidermis and massive infiltration of 
the cutis with large cells, the nuclei of which are 
huge, vesicular, and contain prominent nucleoli. 
Some of the cells have a cytoplasm which is 
homogeneous and eosinophilic. Other cells are pale 
and vacuolated; in fact they are somewhat remi- 
niscent of myoma cells. ig, 
Diagnosis: reticuloendotheliosis. = 
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Discussion 


Dr. ArtHurR B. Hyman: I think it was about 
the most fascinating case of the evening. The 
patient had most extensive lesions that looked like Ee 
xanthomas, and clinically one could call them 
plane xanthomas with Hand- Schuller-Christian 
disease, quite a rare finding. Histologically, as- a 
suming that the section was representative of the | s 
lesions, there was no infiltration of foam = 
such as one could see, but rather of histiocytes 
characteristic of the Letterer-Siwe disease, al- 
though clinically this patient has the symptom _ 
complex known as Hand-Schuller-Christian dis- ~ 
ease in classic form. Once again it shows the $ 
relation of Letterer-Siwe disease and the Hand- 
Schuller-Christian complex, which, as you know 2 
is in turn related to eosinophilic granuloma. TAN X 
congratulate the presenter in showing this — case oa 
and thank him for it. 3S4 

Dr. Saut Sanpers: This boy has been a 
intermittently in our dermatology department over 
the years, and we have noted a gradual progres- Pe 
sion of the skin lesions. His general physical con- a 
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dition deteriorated optoniinds, The blindness is 
of rather recent onset and it is a result of xan- 
- thomatous infiltrates in the optic nerve. I would 
E to ask the presenter whether the nicotinic 
x cid has been of much help. 


| DR Ropert Bersani: We had a patient on the 
3 o» zard with reticuloepitheliosis of several years’ 
i PR ration, written up by Dr. Bender and Dr. Holtz- 
She started with a seborrheic dermatitis, 
KS = hought to be a pyoderma. The lesions were on 
a th e scalp, thorax, and back. The lesions pro- 
ERG ressed. She showed at various times diabetes in- 
ATS ipidus and infiltrations of the bones. She was 
à treated with steroids, with grenz ray, with some 
ate ien. However, she died last week, and the cause of 
= death was a wasting away of the lungs. Over 
ar years she was left with less and less lung 


ppectc, and breathing became more difficult. She 
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a 
iai E iths of her life. The lung people were not 
$ able to help her. In reviewing her case, the 
a airal x-rays of the lungs showed no changes. 
-They appeared normal, but over the three-year 
-span there was an increasing infiltration assumed 
to be the reticuloendothelial cells. At autopsy the 
= lungs were very small and there were several 
_ blebs, and only one lobe was xanthomatous on 
cut sections. We could not grossly identify these 
cells. The histologic sections are being prepared 


now. and we expect to see reticuloendothelial cells 
_ in the lungs. I would just like to point out that 
~ the cause of death in this case was reticuloendo- 
__ theliosis. 
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ES Dr. Jack Etsert: This patient had the classical 
triad of symptoms of Hand-Schuller-Christian 
disease; that is, membranous bone lesions, exoph- 
c ; Seims, and diabetes insipidus. From the point 
put of view of what Dr. Hyman said before, relative 
= to the biopsy, this biopsy was performed some four 
Ras -years ago when the lesions had just begun. It 
“has been noted that initially one very frequently 
č ands very little in the way of foamy and lipo- 
nae phagic cells. At first one finds an inflammatory 
l _ histiocytosis with possible infiltration of eosino- 
_ phils. Subsequently there is lipidization, and still 
` later fibrosis may occur so as to change the lesions 
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- still further. According to Lichtenstein, Letterer- 
= Siwe disease, the Hand-Schuller-Christian disease, 
f and eosinophilic granuloma of the bone are all 

variants of each other, and distinguishable to some 
j: extent by the course taken—be it acute and fatal, 
sa chronic, or benign and localized. The occurrence 
A of xanthomatous disseminatum in this case is of 
unusual interest. Xanthoma disseminatum is an 
a ong unto itself, and it is lo to have had 






as almost continually on oxygen the last six 
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the Archives (Lane, C. W., and Smith, M. R 
Cutaneous Manifestations of Chronic [idiopathic] <4 
Lipoidosis [Hand-Schiller-Christian Diseate}nw! 
Arch. Dermat & Syph. 39:617-644, 1939). Other — 
authors have described similar lesions in this- dis- A 
ease complex. i hee 

As far as nicotinic acid is concerned in the 
treatment of the skin lesions, I am afraid that Í 
I can only contribute hearsay knowledge on that - A 
score, namely, that nicotinic acid supposedly has ~~ 
a cholesterol-dispersing effect, Xanthoma dissemi- rv A 
natum is a normocholesterolemic type of xantho- ‘oe 
matosis. However, the lesions themselves contain — 
an increased amount of cholesterol and cholesterol _ img 
esters, and total lipids, etc. This boy, I think, is apr 
a remarkable case in illustrating the usual findings — 
of Hand-Schuller-Christian disease, as well as ma 
such manifestations as xanthomic deposits of both — 
the optic nerve and retina and, too, the lesions 9 . 
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on the skin that have been described in conjunc- IA 3 
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tion but rarely. e a 
or 
Diagnosis: Mycosis Fungoides. Presented by | 
Dr. Maurice Costetto and Dr. A. CAsEY. aa 


me i | 


The patient is a 60-year-old white man pre- — a 
senting residual plaques on trunk, forearms and 
scalp; reason for presenting: response to Ame- Be 
thopterin therapy. (Patient was presented to the a EE 
Academy in January, 1959.) ZAR 

History of present illness: In April, 1958, hea oy 
patient developed pruritus of the legs without r ae 
visible lesions whic spread to the entire skin. Be: 
In the Fall of 1958, six months after onset, paz HS. 
tient noticed nodules on the scalp, neck, and arms, i. 
but the legs were and have remained free of Kia 
lesions. ivy 

On Nov. 5, 1958, the patient visited the Skin 
and Cancer Unit, and biopsies of the skin taken ` 
there were interpreted as lymphoblastoma or my- — 
cosis fungoides. A lymph node biopsy at that time Bai 
revealed a nonspecific hyperplasia. Si | 

The patient was given four treatments of 
teleroentgen radiation. Following the radiation he 
developed numerous new nodules plus marked — 
edema of the head, neck, and arms. The patient 
was admitted to the Dermatology Service of Belle- `. 
vue Hospital on Jan. 7, 1959. Photographs taken San 
at that time are shown with the patient. RNA 

Past history: appendectomy, 1925; family his- 
tory: the patient has six siblings who are living ~~ 
and well. He is married and has three children 
enjoying good health. There are no cases of tu- y 
berculosis, diabetes mellitus, cancer, or nervous 
disorders in the family. pe 

Social history: Patient has worked steadily, up 
to the time of his present illness, as a bartender. -` 
He is a moderate drinker and smokes 15 cigarettes Ae 
daily. 

Course in hospital: On Jan. 18, 1958, the patient | E 
was started on 60 mg. of triamcinolone daily. 
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= There was a marked reduction in the size of the 
lesions and loss of most of the edema. A diabetes 
necessitating 60-70 units of insulin developed 
promptly after administration of the corticoster- 
oids. On gradual reduction of the corticosteroids 
‘to 40 mg. of triamcinolone daily there was a 
prompt recurrence of the edema and appearance 
of numerous plaques and nodules in the skin. 
The corticosteroids were further reduced, and 
finally cut on March 30, 1959. 

With the cooperation of the chemotherapy unit 


of the Fourth Surgical Division at Bellevue Hos- 


pital the patient was given amethopterin. A bone 


marrow done prior to initiation of therapy re- 


vealed a normal marrow. Peripheral blood counts 


© were done several times weekly. In the following 
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columns are tabulated the dose, response, and be- 
havior of the circulating leukocytes : 


- Amt. Daily Hgb., 
SR ` Date Amethopterin W.B.C. Gm. Improve- 
gA “a ment 
Ae 2/18/39 0 8450 14.5 E 
T 2/19/59 5 mg. 8450 145 0 
e 2/25/59 S me 7,100 MO 15% 
E 2/27/59 75mg. 7,000 140 20% 
3/2/59 75mg. 7,250 15.0 40% 
=~ 3/ 4/59 10.0mg. 6,600 14.2 50% 
> 3/9/59 100mg. 5,400 14.0 60% 
Be 3/13/59 10.0mg. 5,300 11.0 80% 
Ds 3/16/59 75mg. 5,600 — 11.0 85% 
— > 3/20/59 0 Ja- 90% 
~~ 3/23/59 0 3,000 12.0 95% 
% 3/25/59 0 3,850 12.0 959%* 
© 3/27/59 0 4650 12.5 90%* 
Ba 4/ 1/59 0 12500 14.0 90% 
P 4/ 3/59 5 mg. 14,900 14.0 90% 
- 4/6/59 5 mg. 14650 15.0 95% 
= 4/ 8/59 5 mg. 12,300 15.0 95% 
T 4/16/59 5 mg. 10,430 14.0 95% 
~~ 4/23/59 5B me. 10100 .145 95% 
~ 4/30/59 5 mg. 9,670 14.0 95% 
KSS: 
AO Discussion 
ae Dr. Ropert BersANi: This patient was treated 
~ in November and December, 1958, at the Skin and 
<- Cancer Unit, with the teleroentgen therapy, re- 


ceiving the standard treatment. His condition be- 


came progressively worse under treatment, and 


~- then several weeks after the last treatment he 


Der was presented here at the Academy in January 


and his condition was at its worst extent. He 
is one of the patients who did not seem to benefit 
from the teleroentgen therapy at Bellevue. We 
have seen one other case of mycoses fungoides 
treated in October of last year, with the tele- 
roentgen therapy, who on this therapy did not 


* 500 cc. whole blood. 
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improve; 
patient subsequently had a fatal outcome. 

Dr. A. Casey: This patient was placed on large 
doses of triamcinolone, 60 and 70 mg. a day. The 


reason for that was we hoped to decrease the — 
indurations of the nodules, which were present — 
over the entire body with the exception of his © 
legs. In a period of approximately two and one- 


half weeks on triamcinolone his weight came down 
from 204 to 162. When the dosage of triamcino- 
lone came down to 40 mg. he started to have 
recurrence of the nodules, and he was put on 
A-methopterin. His initial dose was 2.5 mg. b.i.d., 
gradually increased to 2.5 t.i.d, and the most he 


ever received was 10 mg. a day. At that time his 


blood count began to change, and he started to 
develop a leukopenia. The hemoglobin and red 


count came down. As this was a very gradual -~ 
process we did not think it necessary to use the _ 


antidote, which is leukoverin for the drug A-me- 


thopterin. Instead we gave him two transfusions 
of fresh whole blood and suspended therapy. As | 
that was 
continued for 11 days and his count returned to 
normal. We have now maintained him on a dose 


regards the antifolic acid antagonist, 


2.5 mg. twice a day with no other therapy and 
he is being followed weer in the Fourth Surgical 
Division. 


in fact, his condition ESN and that 





1. Chronic Discoid Lupus Erythematosus; 


2. Weber-Christian Disease; 


Side of the Face. Presented by Dr. Younc P. 

KIM. 

The patient is a Puerto Rican woman, age 32. 

History of present illness: 1. The lesion de- 
veloped about nine years ago on the right ab- 
dominal region with erythematous, papular, scaly 


eruptions without recognizable subjective symp- 


toms. 


2. About five years ago, lesions, in the nature — 


3. Postgan- 
grenous Herpes Zoster Scar on the Right 


of lumps, developed on arms and legs. These were 


lymphomatous-looking, and skin surfaces were un- 
even, rather waving, and painful. There were 


fever and chills in association with the appearance AS 
of fatty masses. Since 1955, all lesions have re- 


mained, some have improved, some have not. 

3. Lesions on right side of face, temporal area 
of scalp, with grouped vesiculation and erythema 
and intensive neuralgia, developed about two and 
one-half months ago. She had, in addition, fever, 
nausea, and vomiting. 


Physical examination: The general physical ex- 
amination was unremarkable. Dermatological de- — 
multiple, fingertip-sized scars, brown in 


scription: 
color and depressed on right side of face. There 


are extensive atrophic, scaly, hypopigmented areas 


on the central part of the lesions and hyperpig- 


mented areas on the peripheral part of the lesions, 
without any particular subjective symptoms, ex- 





| - Laboratory: Urinalysis results were Sp. g. 1.008; 
ig Acid. Alb. neg.; RBC rare; cryst. rare unformed; 
Be epith. cells few; CBC: Hgb. 13.2; WBC 14,100; 
ened 40, bands 12, lymphocytes 5; blood 
Me ~ chemistry: BUN 13; FBS 81; TP 8.3, A/G 
~- 42/41 LE prep., neg.; STS tiy 15, 1958: Wass. 
i neg.; Jan. 2, 1959 developed Herpes Zoster. Jan. 
Kis 12, 1959, Wass., Kahn, Mazz. tests were positive; 
_ Feb. 11, 1959, Wass., Kahn, Mazz. tests neg. with- 
$ out treatment; Feb. 11, 1959, Repeat Mazz. 4+ 
- (96 units) ; VDRL 2+ (3 units); Kline exclusion 
3 4+ (80 units); Rein-Bossak 2+ (3 units), 
-= Cardiolipin Complement Fixation 4+ (40 units).* 
Si The report from New York University Post- 
A H Graduate Medical School by Dr. George H. 
_ Kostant follows. 
be’ “Feb, 11, 1959: A blood specimen on the above 
5 named patient was received in excellent condition 
-- and subjected to a battery of five standard sero- 
_ logic tests for syphilis with the following results: 
-Mazzini 44+ (96 units), VDRL 2+ (3 units), 
Kline Exclusion 4+ (80 units), Rein-Bossak 2+ 
(3 units), and Cardiolipin Complement Fixation 
4+ (40 units). 
Part of the serum was also subjected to the 
_ Treponema pallidum complement fixation (TPCF) 
test and to the Reiter protein complement fixation 
(RPCF) test, two specific test procedures which 
have been devised to differentiate between biologic 
- false positive and true syphilitic reactions. The 
-~ results obtained with both of these tests were 
reactive. 
~- — The results of the above study would indicate 
. that this patient has or has had a treponemal in- 
fection. The high titered reactions obtained with 
© the crude lipoidal antigens (Mazzini and Kline 
Exclusion) as compared with the more purified 
cardiolipin antigens in the flocculation tests is a 
= serologic pattern which we have come to associate 
with lupus erythematosus. This is an unusual in- 
stance where the patient has both collagen disease 
and treponemal disease.” 
ft Biopsy: from trunk, was compatible with L.E.; 
- that from legs was compatible with Weber-Chris- 
tian disease. 
- Course and treatment consisted of steroids and 
antibiotics, chloroquine (Aralen) and local treat- 
ment. 
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rates Dr. Writ1aM CurtH: Is it correct to label as 
aa false positive the result of the bloodtests in this 
Gs case? Since the Reiter test, the TPCF, and also 


ae ¥ The reason for presentation was that Wass., 
eae Mazz. TPCF, RPCF test a pos. in this 
_ particular case, ' 












all the other flocculation and complement-fi: z 
tests were positive, this patient may have syp ilis 
in addition to the other conditions. S BOn 


Dr. BARKER: Dr. Peck, would you describe he 
serology the way it fluctuated? a x 


Dr. SAMUEL PecK: I would like to have jones ea 
permission to have Dr. Mandel, who followed ae 
case, give you the serology to show how it twill A Pa 
ated, became negative and positive. If you si 
allow us to read the statistics you will see why 
we call it a false positive. ie s 


Dr. E. MANnpeL: We too had our questions about 
this. On May 15, 1958, the patient had a negative ? 
Wassermann. On Jan. 12, 1959, she developed - ie 
herpes zoster. At this time Wassermann, Kahn, | 
and Mazzini tests became positive. At the same a 
time the TPCF and RPCF were reported asa 
reactive and weakly reactive, respectively. On Febi S 
11, 1959, the Wassermann, Kahn, and Mazzini be- 3 
came negative spontaneously and the TPCF wal? ae 
reported to be reactive. The RPCF was reported A 
as nonreactive. Jo: pog 

Dr. ArtHuR B. Hyman: In order to reduce the a 
number of diagnoses in one case, I think that it 
would be worth bearing in mind the possibility — A 
that the lesions leaving depressions might repre- sf a 
sent deep forms of lupus erythematosus. Just as _ e: 
ordinary chronic lupus erythematosus leads to E 
surface atrophy, it is possible for deep lupus ery- 
thematosus to result in these severe depressions. ~ 
This explanation would reduce the number of diag- eo 
noses, and would be simpler to digest. 

Dr. GeraLp F. MacHaAcek: That report that tee 
woman did have this infection, that is what I _ 
read in your history. 5 Soe 

Dr. E. MANpbeEL: There is no information in ther E 
protocol that she had a treponemal infection. I 
think you saw the report from Dr. Kostanť’s _ 
laboratory which stated, quote: “This is an un- 
usual instance where the patient has both collagen 
and treponemal disease.” There is a small et 
centage of cases which have false positive TPCF, 
RPCF, and even TPI tests. The TPI test is the- 
most specific of the three mentioned, but it has 
been reported as being false positive in 2% of 
the patients. ; 

Dr. MAcHACcEK: That is what I thought should _ a 
be brought up. ; 

Dr. Douctas P. Torre: The scars on the upper — 
lip are definitely hypertrophic, almost keloidal, yS 
which would not fit in at all with scars from lupus NA 
erythematosus. I think we have to accept the: a % 
diagnosis of herpes zoster with scarring. og 

Dr. J. Lowry Miler: I think this is an ex. 
tremely interesting case. It should be followed up s 
with a TPI test. The patient had two positive . fa 
TPCF, one RPCF was positive, and a repeat te ji 
RPCF was negative. I don’t believe that in scien- < 
tific accuracy we should classify ae as false È 
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al os until i it is definitely established. This case 
ca should be followed for a year or two years with 
~ repeated TPI and RPCF tests. It would be a 
tp very interesting case if it is definitely established 
that the patient developed a biologic false positive 
=~ reaction at the time of the herpes zoster attack. 


Pe Dr. SAMUEL Peck: I agree that the case has 
- to be followed, but I would like to have Dr. 
~~ Sobel discuss this case because I think he would 
>. support the contention there are a great many 
- serologists throughout the country who are seeing 
=. false positive TPI. 
E Dr. NATHAN Soper: A controversy continues 
¿œ — concerning the dependability of the various sero- 
© = logic tests for syphilis. No test at present is 
¢ = «100% reliable for diagnosis. The Treponema Pal- 
$. is - lidum Immobilization (TPI) test is considered by 
ee -syphilologists the best specific test. However, the 
| Be TPI is known to give false positive as well as 
- false negative results in some patients. The Trepo- 
~ nema Pallidum Complement Fixation (TPCF) test 
me and the Reiter Protein Complement (RPCF) are 
Pi considered somewhat less reliable. On the other 
_ side, Dr. S. B. Kline believes that the results of 
a recent nationwide serologic survey do not show 
that the treponemal tests are especially valuable 
SON in differentiating syphilitic serums from biologic 
m > false positives, or that they are much better for 
at Uy this purpose than the nontreponemal tests. Soon 
3 re there will be available the most recent specific test 
; id for syphilis, known as the Fluorescent Treponemal 
_. Antibody (FTA) test. This test is much more 
Ee _ easily performed than the TPI, and has been 
Weg shown to give comparable results. 
© Dr. Herman Goopman: Was there a study of 
the blood proteins? Were the conventional sero- 
logic tests for syphilis positive? There is a relation- 
_ ship between these positive findings in nonsyphilitics. 
a Dr. J. Lowry MILter: We have reported that 
j Y = as nearly as we can establish there is about 1.5% 
* of inaccuracy in the TPI. This is a very good 
result from a biologic test. There are always going 
~ tọ be some cases open to question. 
Dr. Younc P. Km: According to the patient’s 
Si y statement, the patient denied ever having “bad 
- blood.” Also the previous serological test was 
a negative. On admission to our hospital she had 
ae a positive serology. We repeated the examination 
in this case. Why the serological test is positive, 
and whether it is related to the attack of the 
tap _ herpes zoster virus remains questionable. 
~ Peutz-Jeghers Syndrome. Presented by Dr. 
me SAUL SANDERS. 
.. The patient is a Negro man, aged 24; his com- 
-~ plaint, recurrent abdominal pain and bloody stools 
= of 10 months’ duration. 
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eg ~ History: The patient gives a long history of 
t = weakness and fatigability. Four years ago he 
pe noted a marked increase in these symptoms. He 
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was told that he was anemic dd real five 
pints of blood. Three years ago he received four 
additional pints of blood for a recurrence of this 
anemia. One year ago the patient noted for the 
first time left lower quadrant pain and the passage 
of bright red and tarry stools. He did not seek — 
medical advice at that time. In November, 1958, 
the patient presented himself at the emergency ie 
ward of the Presbyterian Hospital with complaints ifs 
of recurrent, crampy, left lower quadrant pain, 
vomiting, and red tarry stools of three days’ dura- 
tion. : 
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The history was otherwise unremarkable except Bat 
for the presence of pigmented spots on his fingers _ Pt: 
since birth. The family history revealed that the 
mother had similar pigmented spots on her fingers, — x 4 
and both of the patient’s sisters had prominent — fe A 
“freckles” on the face. However, there were no are 
gastrointestinal abnormalities in his parents or p 
sister. of 

Description: Positive findings were limited to 
the abdomen, skin, and mucous membranes. There 
were brownish macules, 0.5 mm. to 1 mm. in size, = as 
scattered over the glabella and butterfly area of — 


Z, 
the face. There were numerous discrete bluish- AN 
black macules, 0.5 mm. to 5 mm. in size, on the T 


volar pads of the fingers, the plantar surface of | 
the right fifth toe, the vermilion border of the = 
lips, and the buccal and labial mucosa. On palpa- — is 
tion of the abdomen, there were two sausage- ui 
shaped masses, 1 cm. by 10 cm. in size, which — nae 
were mobile, nontender, and exhibited peristalsis 3 
in the right upper and lower quadrants. UiS 
Laboratory: The hematocrit was 27%; the hemo- 
globin was 9 gm., and the reticulocyte count was $ 
10.6%. The sickle preparation was negative, ee 
the filter paper electrophoretic pattern showed a ; 
normal hemoglobin. The electrophoretic pattern of. a ‘a 
the proteins was within normal limits except for | fi 
an albumin decreased to 3.6 gm. % (control 49 Ia 
gm. %). The white cell count, differential, pro- A 
thrombin time, urine, blood urea nitrogen, and 
alkaline phosphatase were within normal limits. 
The serologic tests for syphilis were negative. The 


ya 


chest film was normal. Sigmoidoscopy was nega- 


4 ae ~ d brr 


Ac ee 


tive. Roentgenologic examination of the entire É 
gastrointestinal tract revealed the following: A 
single large polyp in the transverse colon just Ë, 
proximal to the splenic flexure; a small sessile G 


polyp on the greater nid of the gastric 
antrum, and intussusception of the jejunum with 
a prebable large polyp at its end, and another 3 
possible polyp in the distal jejunum or proximal “4 
ileum. a-ti a 

Course: During his hospitalization the patient 
showed shifting abdominal masses interpreted as ` 
being areas of intussusception. These gradually — 
subsided and his stools became free of blood. He 
received two pints of whole blood, which raised aes 













S 0 CIETY TRANSACTIONS 


LRA M ia 


` 600 mg. of ferrous sulfate daily. Operative inter- 
a - vention was deferred and the patient has since been 
_ followed closely in the clinic. 


Discussion 


ae HANNIBAL: I believe the most sig- 
3 1 nt aspect in this case is to recognize the con- 
: dition and be cognizant of its association with 
S polyps of the gastrointestinal tract which may be 
or may become malignant. We know that this 
ke gentleman has polyps in the stomach and the 
Et small and large intestine. In 1957 Bailey reviewed 
67 cases of this syndrome in the British Medical 
Aint Journal. He reported that carcinoma occurred in 
a 16 of the cases and the highest per cent of malig- 
j~ Penancy was in the small intestine. He regards this 
i syndrome as a precancerous condition. 


Me 

$ Dr. Davin Broom: This case demonstrates how 
ke. dermatologists can be of help to the internist in 
i calling attention to the possibility of serious vis- 
-~ ceral involvement when peculiar pigmentation is 
Me present as in this patient. Peutz-Jeghers syndrome 
ra -is rare but the mortality of the affected individuals 
is very high. This patient shows not only pigmen- 
_ tation around the mouth but also on the fingers. 
= A number of patients have been reported with 
= pigmented spots on the hands and fingers. The 
= mode of inheritance of this syndrome is assumed 
_ to be of dominant nature. 


A Dr. Victor H. Wirren: The incidence of ma- 
- Jignancy for these polyps of the intestine has been 
-stressed frequently. Current thinking, however, as 
-expressed in recent reports, indicates that the 
incidence of malignancy is probably very low, 

in contrast to previously held beliefs. This case 

N is really a beautiful demonstration of the external 


= pigmentation associated with this disease. 


E Dr. Heren O. CurtH: With regard to the 
be significance of the polyp as a premalignant sign, 

= Bartholemew (Bartholemew, L. G.: The Signifi- 

= cance of the Gastrointestinal Polyp, editorial, Gas- 
s E roio 35:107-108, 1958, and Bartholemew, 
EA = L. G, and Dahlin, D. C.: Intestinal Polyposis and 
ye ~ Mucocutaneous Pigmentation [Peutz-Jeghers Syn- 
2 drome], Minnesota Med. 41 :848-852, 1958) stated 
that there is no danger that these polyps become 
malignant, and surgical treatment, therefore, 
should not be extended to the prevention of malig- 
nant transformation of the tumor, but Dr. Beatrice 
Kesten and her collaborators (Zegarelli, E. V.; 

Kesten, B. M., and Kustcher, A. H.: Melanin 
E _ Spots of Oral Mucosa and Skin Associated with 
3 Polyps: Report of Case of Peculiar Pigmentation 
A 
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=- of Lips and Mouth, Oral Surg. 7 :972-978, 1954), 
_Jeghers (Jeghers, H.; McKusick, V. A., and Katz, 
te 4 H.: Generalized Initestireal Polyposis and Mela- 

ks ye nin Spots of Oral Mucosa, Lips, and Digits, New 





poi ig hematocrit to 39%, and he was started on 


England J. Med. 241 :993, 1949), and obers quoted ` 

or observed instances of transition from po E AN 
to malignant tumor. Jeghers believes that if these E ‘ 
patients live beyond 40 malignancy may become a he 


great hazard. (As, E 


Dr. Beatrice M. Kesten: This is a romániai A 
instance of “Peculiar Pigmentation of the Lip and Fi A 
Mouth,” first described by Conner in 1895. Parkes 
Weber in 1919 included the twins reported by F y 
Conner in a report of nine cases. It is of interest — k 
that one of the twins died of intussusception. Peutz ‘ 2 2i 
in 1921 first linked this distinctive “inverse freck- ~~ 
ling” with polyps of the intestine and traced the 
familial tendency. Later Jeghers added more cases, A 
and, as Drs. Bloom and Curth have stated, em- -= 
phasized the necessity of a careful study of the © 
intestinal tract, particularly of the small intestine. 
A number of patients with this peculiar pig- 
mentation do have polyps of the small intestine — ki: 
which may produce intussusception and, on o=: os 
casion, adenocarcinoma. ott: 

Dr. SAuL SANDERS: I would like to thank the Bi 
discussers. Of the 60-odd cases of Peutz-Jeghers — 
Syndrome, there have been 7 cases that devalat 23 3 
adenocarcinoma. The malignancy is usually in- Su 
polyps of the large bowel. The small-bowel polyps 
usually do not become malignant. If they do they ~~ ~ A 
don’t metastasize. The polyps in the stomach only a 
rarely become malignant. This gentleman has two ~~ 
of the principal complications of the Peutz-Jeghers i 
Syndrome. He has had bleeding and also intus- — te, se 
susception. The intussusception that these people ae 
develop is usually spontaneously reducible, and a 
they do not have complete obstruction. He also 
shows very well the classical pigment distribution $ 

of the disease, that is, periorificial (around the a na 
orifices of the mouth, nose, and eyes). The buccal — A 
mucosal lesions are quite characteristic of the i ‘ae 
disorder, as are the lesions on the fingers and — a 
toes. oe 


Pyoderma Gangrenosum. Presented by Dr. a ’ 
A. J. Orruss and Dr. E. ALLEN (by invitation). — 
Duration of lesions is 18 months. Reason for — 

presentation, recommendations for management. — ag 
History: The patient, a man aged 50, never had | a x 

skin lesions before October, 1957, when, during | sn 
treatment at a private hospital for staphylococccal — 
pneumonia, he developed reddish, suppurated lesions 

at sites of insertion of needles for intravenous — a 

infusions in the right forearm. Within a few days — ee 

similar lesions developed on left shoulder and right ` 

arm. From then to the present there have been K 

recurrent attacks of similar lesions in different p'a fe 

parts of the body, some of which evolved into — 
extensive phagedenic ulcers, the ones on the ex- ne 
tremities being the most severe, most extensive, wag 

and persistent ones. = s 
Physical examination: At present the patient a: 

presents: ( yy. An ulcer on the outer aspect. ofra 
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third of neht i 10x5 cm. in size 


ulcer is violaceous, vascular, and somewhat soft; 
(2) several whitish, atrophic patches on the ex- 
tremities and left shoulder (residuals of previous 
ulcers); (3) scattered reddish suppurated lesions 


-on the posterior aspect of the trunk and extremities 
, up to 1 cm. 
_ pigmented spots in same areas as in (3) above; 
(5) a suppurated nodule on right elbow which 


in size; (4) a number of brown- 


is attached to deep tissues; (6) a punched-out 


ulcer 1 cm. in size in the middle of soft palate. 


Course: Originally the patient was transferred 


| to the Medical Service of the Veterans Hospital 


from a private hospital for treatment of severe 


_ pneumonia. The patient was treated as a case of 


es = staphylococcal pneumonia on the basis of findings 


in the private hospital. 
~~~ hemolyticus, 
oe covered from the sputum at the V.A. Hospital.) 


(Staphylococcus aureus 
coagulase positive, was never re- 


N i Large quantities of procaine penicillin (30,000,000 
~- units daily), furadantin (60 mg. daily), and eryth- 


= romycin (2 gm. daily) for 6 days cleared. the 


= pneumonia and helped the skin ulcers considerably. 


* 
_ The patient has been under constant care of 


» dermatologists from November, 1957, to the pres- 


-~ ent time. Most of this time has been spent in the 


=œ — hospital. The skin was never free of lesions. The 
<~- lesions were variable. The present group of lesions 
= are more or less representative of the type of 
© lesions that developed during the present illness. 
~ Initially large amounts of procaine penicillin had 


- helped the skin lesions. However, penicillin was 


_ discontinued in view of development of severe 
swelling and pain in the hands and wrists, which 
> =- responded to penicillinase and discontinuation of 
a ` penicillin, which strongly suggested penicillin al- 


ae lergy. 


~The skin lesions show very little or no response 


_ to other antibiotics either systemically or locally. 





~ present 4,500,000 and 144 gm. 
= periodically they are slightly below normal, Uri- 
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No form of therapy to date has been successful 
- in eradication of lesions and in prevention of 
formation of new lesions. Debridement and topi- 
= cal glycerite of peroxide have proved to be the 
_ most effective means of treatment. Recently addi- 
tion of panafil ointment appears to have given 
better results. 


Five months ago the patient developed pneu- 


-= monitis and lung abscess which cleared with novo- 
- biocin, 2 gm. daily. The patient has had chronic 
bronchitis and bullous emphysema and he has 
_ been under constant care for these conditions. 


y-Globulin, 


in what was considered adequate 


_ amounts, was given in two different courses with- 
out appreciable results. 


WEC ranged from 7,000 to 
12,400. RBC and HGB at 
respectively ; 


Laboratory data: 
20,300; at present: 
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nalysis is within na limits. Paper electrophore- 
sis of patient’s serum proteins on several occasions 
revealed no abnormalities. Serum bilirubin, cephalin 
flocculation, thymol turbidity are all within normal 
limits; glucose tolerance curve, normal; cryoglo- 
bulins, negative. ieee 
Cultures of ulcers of legs: Proteus species was 
cultured on Oct. 31, 1958, Nov. 14, 1958, and Jan. 
6, 1959; Pseudomonas on June 17, 1958, Sept. 26, 
1958, and Jan. 6, 1959; Hemolytic Staph. aureus ~ 
coagulase was negative on Sept. 11, 1958. Cultures _ 
of oral lesions produced these results: Staph. — 
aureus hemolyticus, coagulase positive, sensitive to iene 
noyvobiocin and oleandomycin; cultures of sputum: 


negative for acid-fast bacilli, no other pathogens. a8 
X-rays: Chest: This showed chronic emphy- 
sema; lung abscess left, as noted above. fr ue 
Biopsy: “Acute inflammatory reaction.” EAn 
a 

Discussion it 

Dr. Davi Broom: Although in this case no: oh 
diminution of the y-globulin has been reported— g 
and I don’t know how many examinations have. 
been done—I believe that the patient should never- AE 3 
theless receive large doses of y-globulin. In our- x 


Ppi 


case, which was also presented tonight, the man 
is all right now. We have found that 20 cc. of | 
y-globulin twice a week, together with small doses i 
of steroids, were of great use in this case. This ae 4 
patient has also received blood and plasma trans- 
fusion, and I have the strong impression that this 
supportive therapy has cleared this patient of this = 


eruption. : 


Dr. Epwarp H. MANDEL: It might be worth 
while to try hemisuccinate hydrocortisone by rec- | 
tal drip. 3 

Dr. LesLie P. BARKER: The patient has re- 
ceived y-globulin in what was considered adequate 
amounts. I would like to determine the proper ig 
dose of y-globulin. . 


Dr. Douctas P. Torre: Dr. Witten mentions — 
this patients prolonged suffering. Actually on | 
talking with the patient, he seems fairly happy 
with this disease. Some of these lesions had quite 
sharp gyrate margins, very little inflammation. I 
wonder if he was not prolonging the disease by- 
manipulating the lesions. I don’t doubt the diag- 
nosis of severe infection or pyoderma gangreno- 
sum. I think there might be a factitious Tair F 
in addition. 


Dr. A. J. Orruss: I have observed this patient 
at regular intervals for the past year. I am com- 
pletely convinced that there is no factitial element 
in this case. I believe that he sincerely wants to 
get well. Initially, the patient responded to penicil- 
lin therapy, but a reaction developed and we are | 
hesitant to use it any more. Lesions continued to 
come and go and for the present are controlled 


P w r P 
nT : - r EIA 

` í : ` TRAG .;" 4 c aaj re . 
a a is 4 Jort Fout N «> Lausa ots iS ER E. 


sits oe 


de Ae 
ie ne ee eye f nia 9B l ae . iS 
SED + ? of n n a , fe R ` è $ VF, An “f RS S y o- 
= A s : à f . ; s F» 4 v SEA 1 K , » ra a £ Es 3 i 
= Ni ` a ~ j - ; ay =: = 7 <: eet. ; 
aa p 


ae some extent by the Sok use of hydrogen In many of the histiocytes and i in some òt the ss. 





a peroxide. This patient has chronic bronchitis and giant cells are groups of oval oe which | a 
T chronic emphysema. He has a continual productive are vesicular and now encapsulated, some of | x R 5 
N cough, with purulent sputum. It may be possible which have an eccentric nucleus and a parabasal — p 
ae that the chronic bronchitis is a focus of infection body. eA 
= which results in the Pyoderma Gangrenosum le- Diagnosis: cutaneous leishmaniasis. : - oa 
_ sions, either by way of an allergic reaction or io 
Pi: by direct contamination of organisms from the Dinchiaton ae 
oe lungs to the skin, y-Globulin was given to this ee, 

ee patient for three weeks in doses of 30 cc. three Dr. J. W. DoucHerty: There are two points Aa 5 
ie times a week. He showed no response. All other about this. One, it lasted a year and one-half. Te RS 
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- modalities of antibiotic care have been given but is an extremely large lesion. It is hard for me to 


patient shows no response to treatment. believe it is a simple inoculation of leishmaniasis. zi 
-Cutaneous Leishmaniasis. Presented by DR. 4 3 is kala-azar ee to be kiam ean = 4 
y ~ Joun E. HANNIBAL JR. oa Se ad erentiate the two with som Je 
= The patient is an Italian woman, aged 63; her imthanolngical. studies; a 
neg p £ The second point I want to bring up is- Ei 


complaint, rash on the face of one and a half 


Fie t N York : 
ee years’ duration, therapeutic. One of the Attendings at New By: 


Hospital recently had a case of leishmaniasis _ % A 
cutaneous and it responded very well to solidified Ei Ky 
carbon dioxide (Dry Ice) therapy. It was in an ne x 
American who got it in North Africa. % e 
Dr. NATHAN SoseL: I would like to say that r ae 
A 


Fs oF tee h hae alk b q wa number of cases of similar type when I was A 
ee aan ekee ations an in Israel a few years ago, and there are two types — 


ae IB? aea, ise a re y ah the bitten: of the leishmania that they see there: (1) the — í 
ge TETEA Ol site: tate aug “nese sx vatious Umes. sh ikra? ‘bitton swith, a single lesion, which lasts x JA 
i there has been some crusting. Her therapy prior YT 
ies 


History: The patient, who has enjoyed good 
health all her life, emigrated to the United States 
a in 1954 from southern Italy. In 1957 she noted 
; a small “pimple” developing on the left side of the 
"nose with surrounding redness. Over the ensuing 


FT ie 


six months to a year and heals up spontaneously; eo Bi: 
to being seen at the Medical Center has included pd (2) this type presented tonight which appears — By 
roentgen therapy with a total dosage of 525 r to y 


4, hl d d identical with lupus vulgaris, and occurs anywhere ae 
parade hlaroguinie pe qifinacrine pee S along the Mediterranean, including the Italian “8 
_ locally by subcutaneous injection, and streptomycin k 


rt j people. We have had a few patients from Italy. e 
-and steroids. These were without apparent benefit. =) New York City who had the same condition. At- if | 
A course of stibophen was discontinued because Si. 


TAN ; ve first we thought they had lupus vulgaris. The os 
i: the panen: was unable to tolerate the medicine. second type of the disease lasts for many years and | es kai 
T ay NOs: ae ee AOR ites of Smal} and relapses under treatment, and the end result looks - | 2 
4 E; large nodular lesions tre te butterfly area identical with lupus vulgaris. The scarring covers oy A 
of the face and nose which is erythematous a 


derat Be dealin i al Eks O h the cheeks or any parts of the face, and there are _ aa 
pops TIHE SCAR OF eee pees PET He present individual apple-jelly nodules. The only Ba 
bridge of the nose there is a 1X1 cm. crusted 


i : ¢ \ way you can diagnose is by demonstrating the “53 A 
nikaka from which the biopsy jagse obtained. Other- organism in serum obtained from the lesion. The | ~~ 
wise the physical examination is unremarkable ey, 


standard form of treatment still is antimony, and fee 


ie 
ae 


ga Bango hepatosplenomegaly. i ; r they combine that with corticosteroids. I saw one sa Px 
_ Laboratory: Cultures and animal inoculations patient there, a young man who went to sleep on the- e E 
are negative for fungi and protozoa. Skin tests peach at the Dead Sea and developed an eruption | ~ 
j: ‘ 


_ to histoplasmin, blastomycin, and coccidioidin are which looked like generalized secondary syphilis’ > os 
~ negative. O.T. is positive 1:10,000. Hemogram with a maculopapular disseminated eruption. The 5l AS 
_ reveals a 7,550 White Blood Cell Count with a organism of leishmaniasis was found in the lesions. — ~ 
“normal differential. Liver function tests are nor- Dr. Geratp F. MAcHAceK: The interesting fea- > 
Fire mal. Protein electrophoretic pattern reveals an ture on this woman is the peculiar lesion which — ARA 
albumin of 3.8 gm. %, and globulin of 3.3 gm. % does not appear to be that which is usually con- ve 

with a slightly elevated y-globulin. Erythrocyte ceived as the typical type of leishmaniasis, 
_ Sedimentation rate is 31 mm. per hour. European leishmaniasis. One must not forget the Ba 
= 3 Biopsy: Tissue obtained from the bridge of the history. The woman is here only five years, but — ae 


< ` nose reveals that most of the cutis is replaced this started only about a year and one-half ago. RG j 
-~ by an infiltration of small mononuclear leukocytes, That is very interesting. An interesting feature too i's pare 
~ among which are numerous plasma cells. There is the butterfly appearance, often seen, however, in J 


is also evidence of a diffuse granulomatous infil- generalized leishmaniasis, kala-azar as a post iais ai HAN 


es oo and occasional multinucleated giant cells. azar dermatitis. However, with that you usually ‘a >W 


"F, 
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~ — and terminates as exanthema. She had antimony 
- treatment, to which she reacted badly. The lesions 
= were too extensive to use local measures. She had 
’ x-ray; emodin is still left. It is a very fascinating 
_ case which is not typical, making its appearance 
=; several years after arriving in this country, and it 
= — ~ became so extensive as to end up in one single 


ee papule. 

a Dr. Jonn E. HANNIBAL Jr: As far as the diag- 
as: nosis is concerned, the histopathologic sections re- 
a ER vealed a nonencapsulated oval organism with a 


l ee paranuclear body, many of which were within tissue 
~= — macrophages. Regarding the long incubation period 


ae) i in this case, Berberian reported a case of leish- 

ie ies maniasis which became apparent 54 months after 
Bi, - autoinoculation, 

pa A The question of post-kala-azar leishmaniasis can 
ae be raised since there are reported cases of asymp- 
pH ie tomatic kala-azar. Our patient has no splenomegaly 
Re or leukopenia, and she denies any history of chills, 
a intermittent febrile episodes, or serious illness re- 


. quiring hospitalization in the past. 
According to Napier there are three distinct 


ssid tad macules, usually on the Sank 
and upper trunk. Another is an erythematous erup- 
tion which usually occurs in the butterfly area of 
the face. The third is nodular lesions which us- 
ually occur in the same erythematous area. These 
-nodular lesions reveal abundant organisms on 
histopathologic examination. Except for the 
“macular lesions, our patient presents quite a 
SA _ similar picture. 
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eo As far as treatment is concerned our present 
l aR plans are to treat this patient with 2-hydroxy- 
es stilbamidine. I may add that a leishmania 
e 
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© Congenital Ectodermal Dysplasia (Anhidrotic, 


a Hypotrichotic, Anodontic Type). Presented 





EEF. by Capr. James H. Lockwoop (MC), U.S.N., 
~ and (by invitation) Lr. L. K. Cowan (MC), 

Rae HSN., 

i The patient, a white man aged 20, with “concave 
A = facies” presented sparse, thin hair over the scalp; 
a hair was absent from the axillae, pubis, and body. 
fr P> Submitted for publication July 31, 1959. 
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complement fixation test was performed at the 

Communicable Disease Center in Georgia. The re- 

sult was negative, but this test is only in the 

developmental stages. 

Peculiar Systemic Progressive Scleroderma (Bullous Type). 
Presented by Dr. Younc P. Kim. a 


Papulonecrotic Tuberculid of the Hands. Presented by Dr. 
SOCRATES PARRA. 


Tinea Capitis (Trichophyton Tonsurans)? Presented by 
Dr. Mark R. MARCIANO. 


Case for Diagnosis: Lupus Erythematosus. Presented by 


Dr. HERBERT L. KRAUT. 


Dermatitis Herpetiformis; Eczema? Presented by DR. 4, 
ROBERT ABEL. Š 


Erythema Figurata Perstans. Presented by Dr. ROBERT © 
ABEL. A i 
Case for Diagnosis: Syphilitie or Tuberculous Gumma; 
Pyoderma; Deep Mycosis: Lymphoma; Artefact? Pre- r 
sented by Dr. RAFAEL ANDRADE. po 
Metastatic Neoplasm to Scalp from Breast; 
of Ota. Presented by Dr. FREDERIC BAKER. 


Dermatomyositis with Secondary Calcinosis. Presented by i 
Dr. BERNARD L. BERMAN. a ` 


Blue Nevus Ka 


Associated with Hypogamma- a 
globulinemia. Presented by Dr. Davip BLOOM and DR. 
ROBERT BERSANI. 

Leucoderma (Probably Due to Lupus Vulgaris) with 
Development of Squamous Cell Epitheliomata. Pre- 
sented by Dr. DanirL Hyman for Dr. SINAKIN. 

Verruca Plana Juvenilis. Presented by Dr. Young P, 
Kim. 3 Ki 

Weber-Christian Disease. Presented by Dr. Younc P. Kim. 

Pachyonychia Congenita. Presented by Dr. LEO LESE. ; 

Tinea Capitis (Trichophyton Tonsurans)? Presented by 
Dr. MarK R. Marciano. a 


Tuberculosis of Skin and Lungs. Presented by Dr. A. J. 
Orruss and Dr. E. ALLEN (by invitation). 


Pyoderma Gangrenosum 


2 
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Systemic Lupus Erythematosus: Subacute Disseminated on E p. 
Type (Onset as Chronic Discoid Type). Presented by | 
Dr. Socrates Parra. os Š 


w 
Pyoderma Gangrenosum Associated with Hypogamma- $ 
globulinemia. Presented by Dr. Davip BLoom and Dre 
ROBERT BERSANI. 


The skin was smooth, thin, and dry. There was a 

milia-like eruption over the malar eminences. There — 
was no evidence of sweating; the axillae were dry. 

Salivation appeared normal. The patient has i: 
anodontia. He has always been adversely affected 
by warm weather, being unable to sweat. The 
situation was made worse upon his entry into the 
United States Navy and his arrival for duty at 
Quantanamo Bay, Cuba. He developed anorexia, 


' 
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SOCIETY TRANSACTIONS © 


malaise, loss of weight, and recurrent dizzy spells 
accompanied by an erythematous flare of the skin 
over his face as a result of the chronic exposure to 
high temperatures of the tropical climate. 


The complete blood count, urinalysis, blood urea 
nitrogen, calcium, phosphorus, cholesterol, and 
cholesterol esters were all within normal limits. 
The VDRL was nonreactive. 


Roentgenograms of the skull, hands, feet, arms, 
and forearms were all normal, except for complete 
edentia and his forearms being longer than his 
arms. The basal metabolic rate was —17%. Oto- 
laryngologic consultation showed laryngitis and 
rhinitis sicca. Ophthalmologic consultation revealed 
mild bilateral conjunctivitis, no definite nebulae 
present. Dental consultation, anodontia. 


The report on the biopsy specimen had not been 
received at date of presentation. 


The patient has been given no treatment. 


Discussion 


Dr. HERMAN BEERMAN: Do these patients have 
apocrine glands histologically? 


Dr. WALTER B. SHELLEY: Yes, they do, as- 
suming they have hairs in the axillae. 


Dr. JosepH V. KLAUDER: One should comment 
on the typical facies of congenital syphilis that 
accompanies certain types of congenital ectodermal 
dysplasia. That pathologic process is the only one, 
other than congenital syphilis, that produces facies 
of congenital syphilis. 

Dr. HERMAN BEERMAN: I have been mistaken 
on several occasions in persons of a certain racial 
type having facies like congenital syphilis, namely, 
certain Irish individuals. Dr. Stokes called my at- 
tention to this, originally. 

Carr. JAMES H. LocKkwoop (MC), U.S.N.: 
Another patient with a similar facies, looking al- 
most like a brother of this patient, was admitted 
to the hospital with a diagnosis of congenital 
syphilis, which bears out Dr. Klauder’s opinion 
that we may easily confuse this picture. 

Dr. IRA L. SCHAMBERG: I recall one of the last 
papers that Dr. Stokes wrote on congenital syphilis. 
He had a panel of experts, including Dr. Beerman, 
and he admitted frankly that there was great 
disagreement among the experts on the panel as to 
many of the stigmata of congenital syphilis, in- 
cluding saddle nose, facies, and frontal bossing. I 
think it is the rare patient who has clear-cut 
stigmata other than Hutchinsonian incisors and 
mulberry molars. 

Dr. Josera V. KLAuper: I think Dr. Scham- 
berg’s remarks should be modified in this way: If 
one grades the facies into grades I, II, and III, 
opinion of grade I will be variable; perhaps there 
will be 50-50 opinions about grade II, but when 
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one considers the grade III category, I think there 
will be 100% uniformity of opinion. 


Perleche. Presented for Therapeutic Sugges- 
tions. Presented by Dr. DoucLAss A. DECKER, 
Allentown, Pa. 

The patient, a white man aged 22, of good general 
appearance, presented verruca-like papules at the 
angles of the mouth. There were patches of white 
“thrush-like” macerated plaques on the tongue and 
the buccal mucous membranes. The patient was 
born with a harelip and cleft palate. This was re- 
paired, but there has always been a perforation of 
the hard palate. The patients teeth were ex- 
tracted and he has worn upper and lower dentures 
for years. These have never fitted properly and he 
has to hold the upper denture in place with his 
tongue. He is constantly drooling and biting his 
cheeks. About five years ago the patient developed 
sores at the angles of his mouth. These have never 
healed. 

The medical examination was negative. 

Smears and cultures were negative for Candida. 

The patient has been treated with many topical 
antibiotics, multivitamins, and new dentures, with- 
out improvement, 


Discussion 


Dr. Douctas A. DECKER, Allentown, Pa.: Ob- 
viously this boy has had a harelip and cleft palate. 
However, the lesions at the angles of his mouth 
did not appear until five years ago. The cleft 
palate has never been completely repaired. Despite 
the best efforts of very good orthodontists, he has 
been unable to get dentures to fit; he has con- 
stantly to hold his upper denture in place with his 
tongue when he talks; he is constantly drooling 
and biting the corners of his lips. I think in es- 
sence, this drooling syndrome comes from im- 
properly fitted dentures. Despite the best efforts 
of a very fine orthodontist to give this boy proper 
dental plates, he says that his tissues are so bad 
that he is unable to do anything more for the boy 
in the line of restoring his dental apparatus. The 
upper denture is attached to a mushroom affair 
that goes up through the hole in the hard palate. 
Unfortunately, someone removed his teeth a few 
years ago and the orthodontist has invented this 
mushroom affair and he says this is the best he can 
do. 

Dr. ALBERT M. Kuicman: He has widespread 
ectodermal failures in development. He has no hair 
on most of his body, has never developed a second 
set of teeth, and his eyes are bad. One finds as- 
sociated anomalies of the mucous membranes; he 
has hyperkeratosis, leukokeratosis, and some nail 
changes, which are consistent; so this multiplicity 
of signs all conform to the general picture of 
ectodermal defect, which may include the brain. 
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“o gery (“Principles and Practice of 
= Philadelphia, Lea & Febiger, 1954, p. 786.) in the 


Tertiary Syphilid. 


Dr. Douerass A. Decker: He is an “A” student 
„and an excellent musician. 

Dr. ArrerT M. KuicMANn: Then my impressions 
are based on the way he speaks. 

. Dr. THomas Burrerwortu, Reading, Pa.: The 
pert palate i is a very common lesion and I would 


ah that if we examined those present, we would 


“ace find one or two examples of bony defects 


embrane. Among mongoloids we find one-quarter 
to one-third with occult cleft palate. On the other 


pate I am acquainted with a brilliant scientist 
: who has a palatal defect. 


In this matter of con- 
-genital defects, I believe the time has come to lay 
less stress on the morphological classification and 
-mode of inheritance. In isolated manifestations 


BS owe should concentrate on the stresses to which the 


< mother was exposed in early pregnancy. In those 
-with a familial history, we should perform every 


K test available in the hope of uncovering some 


metabolic disturbance controlled by a gene. 


Dr. C. D. CALNAN (by invitation) : The mouth 
condition in this patient is fairly typical of Can- 


-non white-sponge nevus, particularly on the under- 


surface of the tongue, where the very sharply 


` defined borders are diagnostic. It is not impossible 
- that the angles of the mouth are involved in an 


extension of this nevus and it might be feasible to 


help the patient by excision in that area. 


Dr. Joun E. GerMan, Reading, Pa.: With re- 
gard to prenatal influences of shock or poor diet, 
Dr. W. Wayne Babcock, in his textbook on sur- 
Surgery,” 


discussion of cleft palate, mentions that lionesses, 
when deprived of bone, all produced cubs with 
cleft palate. 


Dr. Meyer L. NrepeLtMAN: To help confirm the 


o diagnosis of congenital ectodermal defect, I found, 
_ in addition to other defects and signs, leukokera- 


tosis of the mucous membranes of both nares. 
Dr. Douctas A. Decker: I am in complete 


~ agreement with the members as to the diagnosis. 
-= An excellent plastic surgeon refused to operate 


because the boy’s tissues are so bad; so if anybody 
has any therapeutic suggestions as to what we can 
do for this boy to improve his looks and his 
general condition, I should like to hear from him. 
Dr. THOMAS BUTTERWORTH : Appropriate doses 
of thyroid and vitamin A in combination have been 


helpful for the lips of mongoloids. 


Dr. J. M. ScuitpKraut, Trenton, N. J.: 
might be helpful to apply 5% salicylic acid and 5% 
resorcin in alcohol to these lips. 


Presented by Dr. MARIN S. 
GREENBERG and Dr. HERMAN BEERMAN, and (by 
invitation) Dr. H. LAtrnez and Dr. D. OLSHAN- 
SKY. 
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e syphilid. 


The patient, a white woman aged 77, presents 
four indurated and infiltrated violaceous areas on 
the right knee. The lesions are painless and have 
an ill-defined outline. The function of the knee- 
joint is unaffected. The patient first noted a small, 
reddish lesion on the anterior aspect of the right 
knee in early December, 1958. A few weeks later 
the other similar lesions appeared. The lesions have 
always been painless but have occasionally been 
pruritic. The patient had the usual childhood 
diseases, with a history of rheumatism for several 
years. She has had angina-like pains on exertion 
for several years. 


A roentgenogram of the chest revealed an en- 
larged cardiac shadow associated with a widened 
and elongated aorta. Roentgenogram of the right 
knee showed a slight degree of prepatellar soft tis- 
sue swelling. Roentgenograms of the left shoulder 
and the cervical spine were normal. Electrocardio- 
gram, fasting blood sugar, and hemogram were 
normal. The serologic tests for syphilis were non- 
reactive in December, 1956. On April 22, 1959, the 
serologic tests for syphilis showed Kolmer reactive 
and VDRL 5 dilutions; and on May 7, 1959, 
Kolmer, reactive, and VDRL, 25 dilutions. 

Three biopsy specimens offered no aid in diag- 
nosis. 

The patient has received no treatment, but will 
be started on penicillin therapy. 


Ais pt A) oe 
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Pas ene Discussion 


ae Dr Douctass A. Decker: It is perfect, clin- 
ically. I am not sure I would make a diagnosis of 
ga _ gumma on the lesion. The induration extended con- 
siderably around that area. With the breaking 
down in the center, it looked like a purulent dis- 
arge rather than a gummatous one. I would like 
Re see a therapeutic test before I would be sure. 
Dr. Lours D. Horrstern: I think among the 
7 2 _ criteria given for lues III are infiltration, hyper- 
pe pigmentation, polycyclic configuration, idolent, in- 
ae -durated, solitary, asymmetrical. The only thing 
ha lacking is punched-out ulcer, and you do not neces- 
~- sarily have to have that in an early stage. I think 
~ there is enough to suspect lues II. 
$ - Dr. Herman M. Panzer: I should like Dr. 
Garner to say something about this. He just 
T walked up to the patient and said : “This is tertiary 
_ syphilis.” 
. Dr. VAUGHN C. Garner: In my opinion this is 
a classic tertiary syphilis, of which we older men 
- used to see a good deal. As Dr. Hoffstein said, it 
_ -has many of the characteristic criteria outlined by 
Stokes. 
Dr. Joserm V. Kiauper: I think this is the dif- 
ference between making a diagnosis from the text- 
- book and one from the clinical picture. I think Dr. 
_ Garner’s remarks should be modified. The lesion 
has only some characteristics of a tertiary syphilid, 
but lacks some important ones. Dr. Decker men- 
- tioned the absence of one; Dr. Nicholas mentioned 
an opposing feature, namely, that it was too warm 
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Polymorphic Light Eruption. Hartnup’s Dis- 

-~ ease? Presented by Cor. RayMonp M. WIL- 

MEALIAMS (MC), U.S. Army, and Capt. ROBERT 

A. Neut (MC), U.S. Army (by invitation). 

; Two sisters, ages 7 and 12, both developed 
lesions on the face and all extremities at age 
2% years. The condition has been continuous since 

- that time despite numerous attempts at treatment. 

- Both children are allergic to penicillin. Four sib- 

lings are unaffected, but the mother apparently 

~ had a reaction to the sun for the first time about 
one month ago. One uncle has asthma. 


Submitted for publication Oct. 21, 1959. 





-lesions over the malar areas and lower foreheads, © 

















for a an Siis, someone else BPRS the 
absence of punched-out ulcer—an important feature A : 
of tertiary syphilis. I am not willing to c a 
clinical diagnosis of tertiary syphilis. I suggest a 

therapeutic test, not with penicillin but with bi 
muth or potassium iodide, as a more 
Scleroderma. Presented by Dr. M. S. Guid : 


Herman BeerMan, and (by invitation) De I De 
OLSHANSKY. 2 
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Neurofibromatosis (Von Recklinghausen’s* Jisex 
Chronic Ethanolism. Presented by Dr. HERMAN 
MAN and (by invitation) Dr. HECTOR LAE k 


Hypertrophic Lichen Planus. Presented by Jos SEP 


Corson and (by invitation) Dr. GOPINATH: wae l 


1. Erythema Multiforme Bullosum Due to Drug I or tio yn 
Internal Malignancy; 2. Arteriosclerotic - a ar 
Disease; 3. Late Latent Syphilis? Presente es = Dr Be oe 
Herman BEERMAN, Dr. HERBERT A. Lusco x: E, Dr. en 
BERNARD KirsHBauM, and (by invitation) Dr. | Gorrnarn oe 


Fixed Drug Eruption to Estrogens. Gynecomastia. -Pre TAA j 
sented by Dr. HerMAN BEERMAN and (by i invita tion) Dr. Rats 
‘eS 

he 


HECTOR LAINEZ. Ri P e AAN 
t =a 
Presented by Dr. HAROLD K Coxx UF 


Inverse Psoriasis. ae oe 
A Case for Diagnosis. Presented by Dr. cit Ls Cah, ate 
ise +S AES Pay 


BURN. S vai 


Presented e Dri., 


m 






Scar with Foreign Body Reaction. 
BERNARD A. KIRSHBAUM. AA 
Presented by CAPTAIN JAMES H. s 
and (by invitation) Lr. L. K. 
. 


A Case for Diagnosis. 
Locxwoop (MC), U.S.N., 
Cowan (MC), U.S.N 


Tabes Dorsalis with Charcot’s Joints. Recurrent Urticaria. FA a 
Presented by Dr. Herman BererMan and (by invita- 1; 
tion) Dr. D. OLSHANSKY. Fi 

Lichen Sclerosus et Atrophicus. Presented by Dr. M. S. KS 
GREENBERG, and (by invitation) Dr. H. Lainez and Dr. — 
D.: H. OLSHANSKY: i 


- Prior to treatment both girls had intensely 
erythematous, papular, pustular, and excoriated 


sharply demarcated superiorly and laterally. There I 
was an erythematous papular eruption on the ex- — 
posed parts of the lower and upper extremities 
with excoriation and scarring. 

Both girls have improved markedly on treatment — 
during the past two months with ariodiaquin. s 
(Camogquin), 100 mg. to 300 mg. daily, sun screen- AN 
ing cream, and avoidance of sun exposure. ; w ‘ 

Many laboratory studies have been done, all of 
which are negative or normal, including serum _ 
proteins, ferric chloride test for urine phenyl 
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ee i 
i. > f E Dyra a cork and Serica urine specimens 7s 
A [5 A fe porphyrins. A slide from a biopsy from each girl 
Și > is presented. 

cs “Fa Discussion 

a re 

da geis t Dr. Joun H. Epstein: We photopatch ted 
S A these two youngsters to wave lengths between 
cae 2,500 A and 50,000 A, utilizing several light 
~ sources and filters to partition the electromagnetic 
ee spectrum and repeated exposure techniques. The 
y . following interesting findings were noted: The 


older girl did not react to any part of the spectrum. 


Bie © She did not even develop a sunburn response to 
~~ 10 times the usual minimal erythema dose of 
Ee. erythrogenic ultraviolet rays. This lack of re- 
Il sponse was most striking in view of her apparent 
- light skin color. In addition, no abnormal positive 

s: be reaction was noted. The younger girl also did 


not show a sunburn response to the erythrogenic 

ae rays (wave lengths less than 3,200 A). However, 
= she did develop a delayed papulovesicular reaction 

So 4 -> tọ the erythrogenic rays—that is, we reproduced 

~~ her polymorphous light eruption in the test site. 

= She had no positive abnormal responses to other 
wave lengths. I believe that both children have 
a papular eczematoid type of polymorphous light 
~ eruption. 







Eo The oldest girl had been on Camoquin until one 
oe = week before the testing. This drug remains in the 
ae system for several weeks after cessation of ther- 
A Peta apy and may have been responsible for suppressing 
‘ade her reaction to the photopatch test. Both have 
hy A done very well on synthetic antimalarial therapy 
$ since the testing. The family grouping of two 
sisters who developed the reaction at the same 
age (2% years old), and the mother, who first 
developed a reaction to the sun one month ago, 
is interesting. I am now following two other 
= patients with eczematoid polymorphous light erup- 
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E ER have a aay RSS of AERIS e 
Hartnup’s disease is a metabolic disorder with 

associated light sensitivity reactions. I do not be- | 

lieve these children have Hartnup’s disease. r 
CAPT. Ropert A. NEILL (by invitation) : I great- 

ly appreciate Dr. Epstein’s fine work and discus- 

sion on these cases. We hoped to have some 


results from the urine studies; however, the 
reagents decomposed and will have to be re- _ 
standardized, therefore, we cannot at present make 
a diagnosis of Hartnup’s disease. This condition a 
is hereditary block in the intermediary metabo- a 
lism of tryptophane. It was discovered by a group = É 
of English physicians in 1956 in a family by the; = 
name of Hartnup. There were eight children, 
four of whom had massive amino-aciduria, and È 
two of whom had cerebellar symptoms and a ye 
pellagra-like, photosensitive eruption. Later they re ae 
developed mental deficiency. There have since been | Y 
at least three other cases reported in the world | 
literature. The amino-aciduria is differentiated from Si 
the Toni-Fanconi’s syndrome by the absence of | zi 
proline and also gives a characteristic chromato- P ss 
graphic picture. Apparently, these cases can be _ 

treated with nicotinic acid, which will relieve ‘cee 
the symptoms but will not relieve the amino- es 
aciduria. F e E 3 
Presented by Dr. Epwarp J. Rira a R 


Systemic Lupus Erythematosus with Palmar Erythema, € 
Gingivitis, and Thrombocytopenia. Presented by DR. CAR 
RoperICK D. Sace and Dr. Troy G. RoLLINS (by in- 
vitation). Aa 3 

Neerobiosis Lipoidica Diabeticorum. Presented by Ta Sy 
Raymonp M. Wiırrıams (MC), U.S. Army. x 

Pityriasis Rubra Pilaris. Presented by Dr. MORTIMER Sr 
FALK. : = 

Xanthomatosis with Idiopathic Hyppa oad bare. 
cholesteremia (Lever). Presented by Dr. Mparrgass S. 
Fax, — | se: RA 

Kaposi’s Idiopathic Multiple Hoson idii Sarcoma 
vival Since 1948). Represented by Dr. ALBERT 
MATE, 


Hamartoma, 









Abstracts from Current Literature 





A New TEst oF VIRULENCE OF THE Micrococcus PYOGENES, VAR. Aureus. A. DELMOTTE, 
Arch. belges dermat. et Syph. 15 :243-266 (Sept.) 1959, 


The author uses the Technique of Sierra, which is simple and precise. This test consists 
in determining the lipolytic activity of the staphylococcus on detergents containing in their 
molecule a fatty acid in an acid ester binding. He studied a 100 specimens from various 
sources and found that the lipolytic activity is an excellent test of virulence as confirmed, 
not alone by extensive statistical studies, but also by the plasma-coagulase test. 

Derses, New Orleans. 


EpmerMotropic CUTANEOUS RETICULOSIS ACCOMPANIED BY VERTEBRAL AND GASTRIC LESIONS. 
A. Dupont and R. VANDAELE, Arch. belges dermat. et syph. 15 :267-274 (Sept.) 1959. 


The case is unusual in that there was an extensive infiltration of the Malpighian layer 
with cells of the histiocytic type, which at first glance looked like Bowen’s disease. Infil- 
trative process was also present in the stomach and the vertebral column. 

Derses, New Orleans. 


COMPARISON OF THE PHOSPHATASE ACTIVITY OF THE EPIDERMIS AND PSORIATIC SCALES. iy 
De Bersagues and W. Fiers, Arch, belges dermat. et syph. 15-:275-278 (Sept.) 1959. 


The authors found a loss in phosphatase activity in the cornified layer compared to living 
cells. The eluates of psoriatic scales show a much higher activity than is seen in normal skin. 
Derges, New Orleans. 


Corticow THERAPY IN HicH Doses IN SEVERAL SKIN Diseases. B. Boncoin, G. MORIA ME, 
and H. ReyNarRs, Arch. belges dermat. et syph. 15:279-291 (Sept.) 1959. 


The author studied 27 cases in which there was a clear-cut indication for adrenal cortex 
therapy with regard to the daily maximal dose and the rate of increase and decrease in the 
amount of drug administered. In the main these patients had pemphigus vulgaris, erythro- 
dermic psoriasis, or Duhring’s disease. With a medium dosage (30 mg. of prednisolone daily) 
30% of the patients were stabilized; with a high dosage (50 to 500 mg. of prednisolone 
daily) 86% of the patients have been stabilized. Their recommended method is to reach the 
effective dose rapidly and to maintain it for a week, after which time the dose is gradually 
decreased to a maintenance level. 


Derses, New Orleans. 


Iron DEFICIENCY IN CHRONIC PoLyMoRPHOUS LIGHT Eruption. H. FiscHer and G. W. 
KortinG, Arch. klin. u. exper. Dermat. 209:111-120, 1959. 


Five cases of chronic polymorphous light eruption in women were observed. There was 
iron deficiency anemia in two cases; in three cases hemoglobin was normal; the iron level 
of the blood serum was on the lower border of normal, but two of these three cases showed 
hidden iron deficiency. In all five cases gastric anacidity existed which probably caused a 
disturbance of iron absorption. Abnormal intestinal flora, observed in two cases, might also 
have pathogenetic significance. 


HOLLANDER, Springfield, Mass. 


SEROLOGY OF HERPES SIMPLEX. J. SöLrz-Szörs, Arch. klin. u. exper. Dermat. 209 :121-129, 
1959. 


Guinea pigs infected with active herpes simplex virus showed increase of V (virus bound) 
and S (soluble) titers in the complement fixation reaction. Reinfection occurred only with 
decreased S titer whereas the V titer hardly changed. These results could be confirmed in 
man. In 13 cases vaccination with smallpox vaccine was used shortly before examination. 
Vaccine therapy did not influence the titer. Recurrences were observed in 8 of 13 vaccinated 
cases during the examination period. 


HOLLANDER, Springfield, Mass. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Cyto- AND HIsTOGENESIS AND CLINICAL CLASSIFICATION OF RETICULOHISTIOCYTOSES. W. 
Knot, Arch. klin. u. exper. Dermat. 209 :130-170, 1959. 


Experimental cytogenic examinations on tissue cultures of guinea pig spleen are discussed. 
The pluripotent adventitial cell originating from an indifferent embryonic mesenchymal cell 
shows various differentiations: granulocytopoesis, lymphocytopoesis, and direct development 
into fibroblast-fibrocyte, macrophage, reticulohistiocyte, mast, and plasma cells. Stain for 
reticular fibers reveals that these fibers are formed by proliferating reticulohistiocytic cells. 
The author distinguishes the following forms of reticulohistiocytoses of the skin: localized 
benign (reticuloma, lymphocytoma), localized malignant (reticulosarcoma, lymphosarcoma), 
disseminated benign (reticulosis, lymphadenosis), and disseminated malignant (reticulosar- 
comatosis, lymphosarcomatosis). The literature on reticulohistiocytoses and nine own cases 
(one reticuloma, one unicentric, one multicentric reticulosarcoma, and six cases of reticulo- 
sarcomatosis) are reviewed. Etiology and pathogenesis, as well as newer conceptions of 
general and experimental pathology of reticulohistiocytoses, are discussed. 

HOLLANDER, Springfield, Mass. 


EXPERIMENTAL EXAMINATIONS ABOUT BEHAVIOR OF HUMAN SKIN TO AROMATIC BASES AND 
RELATED CHEMICAL ComMpounDs. H. C. FRIEDERICH and H. RUTHER, Arch. klin. u. exper. 
Dermat. 209 :171-180, 1959. 


Patch tests with various aromatic bases (diamines) were performed on 100 persons (22 
with normal skin, 10 with normal skin but affected with venereal disease, and 68 with various 
skin diseases). The examined group consisted of 23 males and 77 females. No person in the 
group had ever used a hair dye. Positive reactions were observed in eight persons. 

HOLLANDER, Springfield, Mass. 


WATER SOLUBLE Parts OF PERIPHERAL Horny LAYER (SKIN SURFACE): QUANTITATIVE 
ANALYSES. H. W. SPIER and G. PAscHER, Arch. klin. u. exper. Dermat. 209 :181-193, 1959. 


Eluents of skin scrapings of the back of normal persons were examined by paper chroma- 
tography. Two absorbant substances were found; one, called x, was always present and was 
identifed with urocanic acid; the other, called y, was found in much smaller quantity and 
was sometimes absent. The nature of substance y is so far unknown, but it seems closely 
related to urocanic acid. Urocanic acid may be an important component of the horny layer 
filter which screens ultraviolet rays. 

HOLLANDER, Springfield, Mass. 


FLUORESCENCE Microscopic EXAMINATIONS ON GUINEA PIG SKIN AFTER APPLICATION OF 
CoaL TAR, OTHER Tars, AND BENZPYRENE. W. Knor, R. HERRMANN, and W. Mey- 
HOFER, Arch. klin. u. exper. Dermat. 209 :194-199, 1959, 


Fluorescence microscopic examinations on guinea pig skin after application of various tars 
and benzpyrene showed transfollicular and transepidermal penetrations of tar substances. The 
author concludes that external application of tar to the human skin for a longer period of 
time does not lead to development of cancer, if the applied tar is removed at certain intervals. 

HOLLANDER, Springfield, Mass. 


FLUORESCENCE SEROLOGIC EXAMINATIONS ON SporROTRICHUM SCHENCKIT C. Kunz, Arch. 

klin. u. exper. Dermat. 209 :200-205, 1959. 

The author performed fluorescence serologic examinations on animals with Sporotrichum 
Schenckii. He believes that fluorescence serology can be used as a diagnostic rapid test in 
human sporotrichosis. 

HOLLANDER, Springfield, Mass. 


EOSINOPHILIC GRANULOMA WITH DIABETES INSIPIDUS AND BONE CHANGES AS SYNDROME. 
D. PANSCHEREWSKI and H. Kocu, Arch. klin. u. exper. Dermat. 209 :206-222, 1959. 


A 27-year-old man with diabetes sipidus had ulcerations of the gingivae and hard palate, 
the histologic examination of which was compatible with eosinophilic granuloma. The pertinent 
literature is reviewed. The author distinguishes granuloma eosinophilicum “verum” and “sim- 
plex”; the latter is the localized form, particularly of the face. He feels that granuloma 
eosinophilicum verum with diabetes insipidus and bone changes is to be considered a disease 
entity called osteo-cutaneo-hypophysial trisyndrome which should be separated from Hand- 
Schuller-Christian disease. The trisyndrome is a reticulosis which affects either simultaneously 


188/492 


ABSTRACTS FROM CURRENT LITERATURE | 7 


or in the majority of cases successively hypophysis, mucous membranes, or soft skin parts, 
and bones. Instead of the classic trisyndrome a bisyndrome is often observed, mostly as 
combination of eosinophilic granuloma and diabetes insipidus. Prolonged observation of such 
cases is necessary in order finally to discover the trisyndrome. It is found in younger adults 
between 15-30 years of age. Granuloma eosinophilicum verum is the connecting link between 
granuloma eosinophilicum simplex on one hand and Hand-Schiller-Christian, as well as Abt- 
Letterer-Siwe diseases, on the other hand. All these conditions possibly represent a peculiar 
inflammatory histiocytosis. 
HOLLANDER, Springfield, Mass. 


THE Use oF TRANQUILIZING DruGs IN AN EMptLoyep Poputation. S. G. Rocce, G. GORDON, 
and S. PELL, A.M.A. Arch. Indust. Health 19:567-571 (June) 1959. 


Of 7,629 employees questioned, 10.8% indicated they had taken sedatives or tranquilizers 
during the year under study. Some were probably unwilling to admit taking the drugs, hence 
the 10.8% minimum is probably low. 

Lazar, Chicago. 


CHRONIC Liver DISEASE WITH A “LupUS ERYTHEMATOSUS-LIKE SYNDROME.” A. R. ARONSON 
and M. M. Montcomery, A.M.A. Arch. Int. Med. 104:544-552 (Oct.) 1959. 


Patients with severe liver damage and an “S.L.E.-like” syndrome have in common chronic 
active liver disease and hypergammaglobulinemia. Many had arthritis, positive lupus-cell 
phenomenon, and serous membrane involvement. Review of hepatic findings of 19 patients 
with proved S.L.E. revealed no serious liver disease. Three hundred ten patients with cirrhosis 
and/or chronic hepatitis did not reveal a single patient with a similar “S.L.E.-like” syndrome. 
The authors and others do not believe this syndrome is a form of S.L.E. but rather is an 
altered immunological reaction. 

Lazar, Chicago. 


A Note on RapIATION TELANGIECTASES. W. Bean, A.M.A. Arch. Int. Med. 104 :622-624 
(Oct.) 1959. 


Bean makes interesting observations and provocative comments about radiation telangiectasis 
in an old scar. 
LAZAR, Chicago. 


Kaposi's SARCOMA OF THE EYELID. S. LERMAN and A. Pinsky, A.M.A. Arch. Ophth. 62:320- 
323 (Aug.) 1959. 


An unusual case of Kaposi’s sarcoma first becoming manifest in the eyelid is presented. 


Lazar, Chicago. 


SIMULTANEOUS OCCURRENCE OF PRIMARY MALIGNANT MELANOMAS OF THE EYE AND SKIN. 
D. Paton and L. THomAs, A.M.A. Arch. Ophth. 62 :645-652 (Oct.) 1959, 


A 72-year-old white housewife was found to have both a cutaneous and an ocular 
melanoma. Repeated treatment by electrocautery preceded the nodular, cutaneous lesion re- 
ported as a malignant melanoma, microscopically confirmed. The difficulties in histologic 
interpretation are discussed. An older brother had a choroidal melanoma, the rarity of 
familial occurrence being emphasized. 

Lazar, Chicago. 


MALIGNANT MELANOMA OF CONJUNCTIVA IN Eye oF Necro Patient. Z. WesseLy, A.M.A. 
Arch. Ophth. 62:697-701 (Oct.) 1959, 


A malignant melanoma apparently arose from a compound nevus at the limbus of an eye 
in an American Negro. This is a rare occurrence. 
LAZAR, Chicago. 


CARCINOGENIC STUDIES ON WATER-SOLUBLE AND INSOLUBLE MACROMOLECULES. W. C. HUEPER, 

A.M.A. Arch. Path. 67 :589-617 (June) 1959. 

Water-soluble polymers such as polyvinylpyrrolidone, polyvinyl alcohol, and Dextran par- 
enterally administered to rats, mice, and perhaps rabbits has caused sarcomas in the retic- 
uloendothelial tissues retaining the macromolecular substances. Carcinogenic activity differs 
greatly depending upon the production methods, molecular weight, and configuration of the 
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polymers. Excellent discussions and analyses of the problem are included in the article based 
on the author’s extensive personal experimentation and experiences. 
Lazar, Chicago. 


IMMUNOHISTOCHEMICAL DETECTION OF ANTIBODY IN CELL-TRANSFER Stupres. A. L. NEIL and 
F. J. Drxon, A.M.A. Arch. Path. 67 :643-647 (June) 1959. 


Connective tissue smears taken from cell-transfer sites four hours after antigenic stimu- 
lation consisted chiefly of mature lymphocytes. As the antibody synthesis increased, the number 
of lymphocytes decreased and “transitional, preplasma, and plasma cells became more numer- 
ous.” The maximum number of antibody-containing cells was found on the fifth and sixth 
days. By the ninth day, the number of antibody-containing cells was greatly reduced and all 
the remaining antibody-containing cells were mature plasma cells. 

Lazar, Chicago. 


(CHONDROECTODERMAL DyspLAsIA (ELLIS-VAN CREVELD SYNDROME). W. L. Watts, D. H. 
ALTMAN, and O. P. Wrinstow, A.M.A.J. Dis. Child. 98 :242-248 (Aug.) 1959. 


This syndrome as described consists of an ectodermal dysplasia affecting the nails, teeth, and 
hair; polydactyly; chondrodysplasia; and congenital heart disease. Radiological examination 
will confirm the diagnosis and the condition is probably an autosomal recessive condition. 


Lazar, Chicago. 


LAMELLAR EXFOLIATION OF THE NEWBORN, OR ICHTHYOSIS CONGENITA. N. G. SMITH and N. 
Breaca, A.M.A.J. Dis. Child. 98 :249-252 (Aug.) 1959. 


A case of lamellar exfoliation of the newborn after two years continued to show ichthyosis. 
For this reason, the authors consider this disease a benign variant of ichthyosis congenita. 


Lazar, Chicago. 


THE PERSISTENCE OF VIRUS IN THE ENVIRONMENT OF PATIENTS WITH KAPOSI'S VARICELLIFORM 
Eruption. S. Krpricx, A.M.A.J. Dis. Child. 98:609 (Nov.) 1959. 


Despite various methods of terminal disinfection, viruses were recovered from rooms 
previously occupied by three patients with eczema vaccinatum and two with eczema herpeticum 
for as long as 14 days after discharge. Vaccinial crusts stored at room temperature were found 
to contain infective virus for periods up to three years. 

Lazar, Chicago. 


TREATMENT OF HERPES ZOSTER OPHTHALMICUS WITH CORTICOTROPIN AND CORTICOSTEROIDS, 
H. G. ScHEIL and THomas G. McLeELLAN JR, A.M.A. Arch. Ophth. 62 :579-587 (Oct.) 
1959. 


No ill effects on eye disease were noted in 36 patients with herpes zoster ophthalmicus 
treated with systemic corticotropin and corticosteriods. Significant visual loss occurred in only 
two, while recurrences of iridocyclitis and keratitis subsided readily with corticosteriod and 
corticotropin. The authors believe this form of treatment exerts a very favorable effect on the 
disease. 


Lazar, Chicago. 


RHEUMATIC-LIKE NODULES OCCURRING IN NONRHEUMATIC CHILDREN. E. C. Beatty JR. 
A.M.A. Arch. Path. 68 :154-159 (Aug.) 1959. 


Nine cases of local soft-tissue lesions resembling rheumatic nodules are described in children 
who have no other stigma suggesting rheumatic disease. It is postulated that this lesion repre- 
sents an unusual reaction to trauma. In the author’s words, “It is probably a matter of semantics 
whether one chooses to call these nodules atypical granuloma annulare lesions.” 


Lazar, Chicago. 
Two New CAses oF EpPITHELIOMAS ORIGINATING IN LEPROMAS. G. TARABINI, C. SOTELO, and 
F. CONTRERAS JR., Internat. J. Leprosy 27 :48-58, 1959, 


Two new cases of epitheliomas in leprosy patients are reported. One was of the spinocel- 
lular type and the other basocellular, both developing in lepromatous skin. 
Lazar, Chicago. 
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MELKERSSON’S SYNDROME (PERSISTENT SWELLING OF THE FACE, RECURRENT FACIAL PARALY- 
SIs, AND Lincuia Piicata). S. N. Kraus and L. A. BrunstincG, Proc. Staff Meet. Mayo 
Clin. 34:365-370 (July) 1959. 


It is postulated that this syndrome is caused by an underlying defect in the autonomic 
nervous system. 
Lazar, Chicago. 


OBSERVATIONS ABOUT PRURIGO NopuLaris oF Hype. J. GAy PRIETO, A. P. RODRIGUEZ PEREZ, 
G. JAQUETI, S. Nocuer-Depray, and G. ARANA, Actas-dermo-sif. 50:3 (Jan.-Feb.) 1959. 


The authors report two well studied cases of prurigo nodularis stressing the histologic 
changes and the therapeutic results. The microscopic examination, besides the well-known 
changes of the vascular and nervous tissue, showed an intense melanic pigmentation and large 
number of mast cells. These were present not only at the nodules but also at some distance 
from the lesions and gives the appearance of a true mastocytosis. Repeated injections of 
hydrocortisone into the nodules resulted in a reduction of the pruritus and decrease in size 
of the lesions. Control injections with saline solution were ineffective. 


CANIZARES, New York. 


RIEHL’s MELANOsIS OF EMOTIONAL Oricin. C. A. Maruri, Actas dermo-sif. 50:23 (Jan.-Feb.) 
1959, 


The author reports a case of a woman, 60 years of age, who developed a melanosis of 
Riehl following a severe emotional shock. The patient had had a universal vitiligo since 
the age of 22. He quotes a case of Degos, in 1943, presenting the coexistence of vitiligo and 
Riehl’s melanosis and reviews the literature on the relationship of both diseases. The develop- 
ment of the melanosis is explained as due to the melanotropic hormone of the pituitary. 


CANIZARES, New York. 


EVOLUTION OF DERMATO-SYPHILOLOGY IN GENERAL WITH SPECIAL REFERENCE TO ITS DEVELOP- 
MENT IN SPAIN. E. A. SÁINZ DE Aya, Actas dermo-sif. 50:145 (April) 1959. 


The author, the “dean” of Spanish dermatology, writes, in his inimitable style, a brief 
history of the development and growth of dermatology in his country. It shows that the 
present struggle for a “place in the sun” of modern dermatology is nothing new to the 
pioneers of our specialty. It should be read by all interested in the historical aspect of derma- 
tology, as it mentions many original but little known contributions by Spanish dermatologists. 


CANIZARES, New York. 


KELOIDAL AMERICAN LEISHMANIASIS WITH Bone Lesions. D. SILVA, An. brasil, dermat. e sif. 
33:3 (March) 1958. 


The author reports a case of cutaneous American leishmaniasis of 18 years’ duration 
without mucous membrane involvement. The parasites were abundant in the lesions. There 
was a pronounced involvement of the bones of the hands with absorption of the distal end 
of the last phalanges. The cutaneous lesions, involving the nose, lips, cheeks, and extremities 
were isolated or confluent, hard, keloidal nodules, which resembled the keloidal blastomycosis 


described by Jorge Lobo. 
CANIZARES, New York. 


ESSENTIAL CRYOGLOBULINEMIA WITH ULCEROUS AND GANGRENOUS CUTANEOUS LESIONS. 


S. X. VILANOVA, J. Prnot Acuapr, and J. M. ne Moraaas, Arch. argent. dermat. 8 :267 
(Dec.) 1958. 


The authors report a case of essential cryoglobulinemia of three years’ duration. The 
patient was a male, presenting hemorrhagic crusted lesions on the feet, who later developed 
similar lesions on the legs, ears, buttocks, and genitals. Some lesions presented an ulcero- 
gangrenous appearance. Renal involvement was present. The histopathologic changes observed 
suggested two different possible mechanisms, the intravascular precipitation of cryoglobulins 
and the formation of aggregates of red blood cells resulting in a complete vascular occlusion. 


CANIZARES, New York. 
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Bony LESIONS or CUTANEOUS AMERICAN LEISHMANIASIS. T. A. Furrapo and J. BARROS, 
Arch. argent, Dermat. 8:279 (Dec.) 1958. 


The authors stress the rarity of the bone involvement in American leishmaniasis and 
review the few reports in the literature. They describe a case with ulcerative lesions on the 
legs, with multiple lesions of dactylitis in sites free of any cutaneous involvement. The changes 
observed in x-ray examination were osteolysis, osteosclerosis, and periostosis. They were 
different from those observed in dactylitis caused by syphilis, yaws, leprosy, tuberculosis, 


and sporotrichosis. 
CANIzARES, New York. 


CLASSIFICATION OF THE GENERALIZED SCLERODERMA OF THE ApuLts. L. E. PIERINI, Arch. 

argent. Dermat. 8:285 (Dec.) 1958. 

On the basis of his own and others’ experience the author attempts a simple classification 
of the generalized scleroderma of the adults. He divides them into two groups: (A) the 
primary forms due to vascular phenomena, which includes (1) acrosclerosis, (nonprogressive ) 
and (2) sclerodactylia (progressive). The second group includes: (B) primary forms due 
to nonvascular phenomena (undoubtedly infectious) and is subdivided into (1) Hardy’s 
edematous scleroderma (sudden or acute); (2) scleroderma in its proper sense, true or late; 


(3) Buschke’s scleroderma. 
CANIZARES, New York. 


ForEIGN Bopy GRANULOMA WITH GIANT CELLS AND SARCOIDAL STRUCTURE. A. KAMINSKY, 
J. KRINER, and M. LEBENGLIK, Arch. argent. dermat. 8:291 ( Dec.) 1958. 


The authors briefly summarize the available literature on this subject and comment upon 
the different forms, as well as the etiology and pathogenesis of these granulomas. A case of 
cutaneous granuloma uncommon in its location and evolution is described. The patient was a 
child, 4 years old, who fell and hurt his hand with a painted iron rail of his crib. An 
enormous swelling of the fingers developed, suggesting clinically spina ventosa. Roentgen 
ray examination showed that the bones were not affected. Microscopic examination showed 
foreign body granuloma with giant cells and areas of sarcoidal structure. The foreign 


substance was found to be magnesium and zinc. 
CANIZARES, New York. 


GRISEOFULVIN TREATMENT OF ACUTE CATTLE RINGWORM INFECTIONS IN MAN. T. COCHRANE 
and A. TuULLETT, Brit. M.J. 2:286-287 (Aug. 29) 1959, 


Griseofulvin is the treatment of choice in acute cattle ringworm infections of the human 
skin. Sixteen cases of Trichophyton verrucosum responded well to the drug, 1 gm. daily. 


LAZAR, Chicago. 


THYROID CARCINOMA AFTER IRRADIATION IN ADULT Lire. J. Wikus, Brit. M.J. 2:550 (Sept. 
26) 1959. 


Three cases of thyroid carcinoma are reported following x-ray therapy for thyrotoxicosis. 
It is noted that a high incidence of spontaneously occurring carcinomata of the thyroid is 
found in female patients, and in less than 5% of the patients is a history of previous irradia- 
tion obtainable. 
Lazar, Chicago. 


SERUM PROTEINS IN SysTEMIC Lupus ERYTHEMATOSUS. E. G. Ries and M. WILKINSON, 
Brit. M.J. 2:795 (Oct. 24) 1959. 

Patients with systemic lupus erythematosus but without persistent proteinuria showed 
Statistically significant increases in the total proteins and y-globulin levels and reductions in 
the albumin, a- and 8-globulin levels. The y-globulin was still significantly elevated in patients 
with proteinuria. 

LAZAR, Chicago. 


THE MANAGEMENT OF RECURRENT APHTHOUS STOMATITIS, WILFRED Sircus, Brit. M.J. 2:804 
(Oct. 24) 1959. 


In 13 cases of recurrent aphthous stomatitis antibiotics were shown to be of no value. 
Steroids were useful but had limited application. 
LAZAR, Chicago. 
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SYMPTOMATOLOGY AND FREQUENCY OF THE Mycoses oF THE Hanps. M. K. Potano and A. H. 

WATERMAN, Hautarzt 10:397-400 (Sept.) 1959. 

A sharply defined squamous erythema on the metacarpophalangeal and interphalangeal 
knuckles is described as a characteristic sign of fungous infections of the hands. Also, a 
well defined scaling erythema, extending from the first metacarpophalangeal joint across the 
dorsal surface of the metacarpal area, is considered to be typical for a superficial mycosis 
of the hand. 

In 43% of the cases with Trichophyton rubrum infection of the feet, a simultaneous infec- 


tion existed on the hands. 
Burey, Champaign, Ill. 


FURTHER OBSERVATIONS CONCERNING ALopecrA MucrnosaA. H. Prnxus and R. J. SCHOENFELD, 
Hautarzt 10:400-403 (Sept.) 1959. 

Mucinosis of the root sheath may occur in two varieties: (1) the primary idiopathic form 
resulting in the clinical picture described by H. Pinkus under the name of alopecia mucinosa, 
and (2) a secondary symptomatic form which has been observed in rare cases of parapsoriasis 
en plaques, in reticuloendotheliosis, and in mycosis fungoides. 

The symptomatology of alopecia mucinosa is variable, and the diagnosis can be ascertained 
only by histological examination of the suspected lesions. 

The authors report the occurrence of alopecia mucinosa in a mother and son, the first 
description of a familial occurrence of the disease. 

Burey, Champaign, Ill. 


THE DEVELOPMENT OF THERAPY AND PROPHYLAXIS OF LEPRA IN FRANCE. J. GATE and 
J. Rousser, Hautarzt 10:413-421 (Sept.) 1959. 
The authors present an excellent historical review of the lepra problem in France, to 
which they add their own experiences in current therapy and prophylaxis of the disease. 


Burey, Champaign, Ill. 


Tue EroLocy oF PaLeBITIsS SALTANS. R. ScaurrLi, Hautarzt 10:466-467 (Oct.) 1959. 


The author prefers the term “phlebitis saltans” to the commonly used “phlebitis migrans” 
because the disease which involves short portions of veins in the extremities “jumps” from 
one area to another without continuity of the morbid process. In a case observed by the 
author, he assumed the etiological factors to be abuse of nicotine and an increased sensitivity 
to fungous products, as manifested by a strongly positive trichophytin reaction and the leu- 
kopenic and thrombopenic indices. 

Burey, Champaign, Ill. 
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Atlas and Manual of Dermatology and Venereology. Prof. Walter Burckhardt, M.D. 
Translated and edited by Stephan Epstein, M.D. Price, $14. Pp. 276, with 158 illus- 
trations. The Williams & Wilkins Company, Mount Royal and Guilford Aves., 
Baltimore 2, 1959, 


English reading physicians are fortunate that Dr. Epstein translated Professor Burckhardt’s 
Atlas and Manual. Most of the 158 judiciously selected illustrations are in natural color, all 
of them of fine quality and good detail. Though primarily intended for nondermatologists, 
the photographs and text would be valuable for the dermatologist, especially one in training. 
The disease descriptions are brief but adequate; recommended texts for more extensive read- 
ing are listed. Of interest is the liberal use of trade names of medications; which will aid 
the physician not familiar with prescription writing, the pharmacist preferring to dispense 
rather than to compound. Is it an omen of changes occurring subtly in dermatologic practice ? 
A brief section about skin testing and necessary materials complete the book, a significant 
contribution to dermatology on the highest level. This Atlas has the best color photographs 
this reviewer has seen. 


A Laboratory Manual of Chemical Pathology. By Prof. F. T. G. Prunty, Dr. R. R. 
McSwiney, and Dr. Joyce B. Hawkins. Price, $5.50. Pergamon Press, Inc., 122 
E. 55th St., New York 22, 1959, 


It is a pleasure to review a book which is concise and understandable. This is an account 
of proved methods used in the Department of Chemical Pathology, St. Thomas’s Hospital 
Medical School, London, punctuated by selected pertinent references. General information 
about colorimetry, flame photometry, paper chromatography, preparation of standard solutions, 
and other basic laboratory features precede the section on methodology. The techniques of 73 
laboratory procedures are outlined after the principles and reagents are discussed briefly. 
Calculations of results and their reporting complete each explanation. The results and their 
clinical significance are not mentioned, making the manual primarily of value to those intimately 
connected with the performance of laboratory procedures. 


Dermatologie und Venerologie. Vol. III, Part 2. Edited by H. A. Gottron and W. Schon- 
feld. Price, $42.40. Pp. 1,370. Georg Thieme Verlag, Herdweg 63, (14a) Stuttgart N 
(American Zone), Germany, 1959. 


This volume of the new German Handbook considers diseases associated with the ap- 
pendages of the skin, including acne and rosacea. 

The printing, binding, and illustrations maintain the excellency of the previous volumes 
so far received. One must again remark about the wonderful pictures, which are of portrait 
value. The photographer and reproducer should be proud of their accomplishments. 

Diseases of the sweat glands and disturbances of sweating are covered by G. W. Korting. 
The review is concise but comprehensive, Due cognizance is given to the American literature 
on the subject. 

The chapter on sebaceous glands and their associated diseases is particularly well covered 
by W. Braun. It contains much information on acne, which is of value even to a seasoned 
dermatologist. 

Diseases of the hair and scalp were well done by H. C. Friedrich, while P. Pfister covered 
nail diseases in a very thorough fashion. Treatment of fungus infection of the nails was 
written before the advent of the use of the new fungicidal antibiotic. 

There were chapters on skin diseases related to the intestinal tract, liver, pancreas, and 
the urinary tract. They are important as sources of reference, with an extensive bibliography. 

The chapter on changes in the skin in pregnancy was interestingly treated by R. M. 
Bohnstedt, with particular attention to herpes gestationis. 

The chapter on physiology as related to mineral metabolism is of monographic size and 
should be of particular interest to those concerned with this difficult chemistry. This was 
followed by an equally important section which included fat metabolism, calcium deposits, 
and allied conditions. It was practical and valuable to those who were not entirely concerned 
with the chemistry of the diseases described. 
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Endocrinology, leukemia of the skin, lymphogranulomatosis, and finally, mycosis fungoides, 
comprised very well written chapters. This reviewer thought the portion on reticulosarcoma- 
tosis in relation to mycosis fungoides might have been more informative, especially since 
the Germans have been most responsible for the literature on the subject. 

Chapters on skin diseases and inner secretions and on trophangeoneuroses completed the 
volume of 1,370 pages. 

All in all, the volume is a noteworthy addition to dermatological literature and, as stated 
in a previous review, the entire series which will comprise the completed Handbook will be 
wanted in every departmental library. 


Enfermedades de la Piel. By George Clinton Andrews, M.D., F.A.C.P., and Francisco 
Kerdel-Vegas, M.D. Price, approx. $23. Pp. 1,204 (in 2 volumes), with 829 illustra- 
tions. Editorial Bibliografica Argentina, Lavalle 1328, Buenos Aires, Argentina, 1959. 


The success of the text on Skin Disease by Dr. George C. Andrews, now in its 4th 
English edition, speaks for itself. For many years it has been one of the standard textbooks 
constantly used by students, general physicians, and dermatologists. It is a complete, yet 
handy, text halfway between the small manual and the larger encyclopedic reference book. 

In this Spanish edition the authors present not a translation of the fourth English edition 
but almost an entirely new book. Although basically the successful pattern of the English 
edition has been kept, every chapter has been revised or rewritten in an effort to keep it 
up-to-date with the constantly changing trends of our specialty. Since special emphasis has 
been made in adapting this text to the dermatologic practice in the Spanish speaking countries, 
the sections dealing with diseases commonly encountered in Latin America are extensive and 
capably presented. The participation of Dr. Kerdel-Vegas was fortunately available for this 
purpose. He has coordinated the concepts of American dermatology with those prevalent in 
Latin America, most of which have their roots in the French School. This effort makes this 
book unique, as it acts as a bridge between North and South American dermatology. 

All the newer concepts of physiopathology as they apply to the practice of dermatology 
are discussed. The practical aspects of the management of each disease are throughly pre- 
sented, emphasizing the common conditions but without neglecting the rare ones. The treat- 
ments are entirely up-to-date, and the book includes even an addendum on the use of 
griseofulvin, which has made obsolete the chapter on the treatment of the fungus infections 
in other textbooks. 

The section on leprosy, based on a monograph of the Venezuelan leprologist, Martin 
Vegas, is a remarkable and extensive presentation which covers every phase of this protean 
disease. The chapter on dermatologic surgery reflects the interest and experience of the 
authors in this often neglected subject. 

The text is divided into two well-bound volumes, a fact which facilitates their handling. 
They are printed in paper of good quality and profusely illustrated with excellent photo- 
graphs and micrographs. 

This textbook, the first one in which a North American and a South American derma- 
tologist have cooperated, is highly recommended to Spanish speaking students, physicians and 
dermatologists. It will be of great value to those who would desire an authoritative volume 
on North American dermatology, in Spanish, and at the same time a book which would help 
in the daily practice in Latin America. 


Sixty Years Medical Radiology—Problems and Empirics. By Hans R. Schinz, Prof. Dr. 
med., Dr. rer. nat. h.c. Price, $4.65. Pp. 275, with 86 illustrations. Georg Thieme 
Verlag, Herdweg 63, (14a) Stuttgart N (American Zone), Germany, 1959. 


Dedicated to the members of the Ninth International Congress of Radiology, this small 
book reviews, in a condensed form, the great medicoradiological events of the past 60 years. 
In separate chapters the discoveries in physics, the technical advancements, the radiobiological 
discoveries, the progress in roentgen diagnosis and radiation therapy, and in dosimetry and 
radiation protection are briefly discussed. Finally, the author’s viewpoints in regard to teaching 
and research in the field of medical radiology are presented. 

Of special historical interest, not only to the radiologist, are the numerous excellent 
photographic portraits of leading pioneer investigators, teachers, and clinicians, representing 
all countries which contributed to the advancement of radiology. 

The author, one of the outstanding senior radiologists on the European continent and 
himself a past president of the International Congress, is exquisitely equipped to review the 
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gigantic and complex subject matter within the framework of a small volume. Unfortunately, 
his often heavy and somewhat cumbersome style renders the reading of the text difficult. 
Nevertheless, the nicely bound and clearly printed work is a contribution of great value to- 
the historian of medicine, the radiologist, and any clinician interested in the field of radiology. 

Notwithstanding the author’s belief that radiation therapy should be the exclusive domain 
of the radiologist, the modern dermatologist, fortunately, has such an active interest in 
radiation physics, therapy, and biology that he can thoroughly enjoy this historical treatise. 


Leitfaden der Mikroskopischen Technik. By Priv.-Doz. Dr. Haug. Price, $29.80. 
Georg Thieme Verlag, Herdweg 63, (14a) Stuttgart N (American Zone), Germany, 
1959, 

The author is an anatomist and has produced a very valuable short treatise on not only 
microscopic techniques but has also included a thorough exposition of the physics of the 
various types of microscopes and the instruments necessary for producing acceptable, usable, 
and satisfactory stained sections. 

There is a good chapter on the properties of the various dyes and their selective use. 

There was no mention of the PAS stain, which is prominent in American dermato- 
pathologic literature, but the author is not a dermatologist. 

At the end of the book, on a different colored paper (yellow), there is a section containing 
concise methods for many of the common and some uncommon stains. 

The book is of particular value to those who direct the preparation of microscopic sections 
and furnishes in concise form a manual for ready reference. 


Announcements 


Scientific Exhibits.—Applications are now being received for space for scientific ex- 
hibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1960. 

Awards will be given for the best exhibits in each of the following categories : 

1. Original investigation 
2. Teaching value 
3. Historical 

Please address all correspondence before the application deadline, June 1, 1960, to Frederick 

D. Malkinson, M.D., Section of Dermatology, University of Chicago Clinics, 950 E. 59th St., 


Chicago (37). 
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Dermatologic Aspects of Modern Mesenchymology 


G. ASBOE-HANSEN, Copenhagen, Denmark 


Connective tissue is a biological system 
with abilities and reactivities of vital im- 
portance to the human organism’s life and 
development. 

The skin is connective tissue with an 
ectodermal cover. For years rheumatol- 
ogists and ophthalmologists have been 
utilizing the flood of results obtained within 
the domain of connective tissue physiology. 
It is time now for dermatologists to take 
practical advantage of the theoretical and 
experimental progress in mesenchymology. 


Biology of Dermis 


Collagen, which constitutes an essential 
part of the extracellular fibrous material, is 
synthesized by the fibroblasts. These cells 
release pre-stages to the extracellular space 
and there the material is oriented into 
fibrils. 


The cells and fibrils are embedded in a 
matrix of a slimy ground substance. This 
substance binds water and determines 
and/or controls the turgor of the skin, its 
thickness, moisture, and vascularity, and 
even the condition of the epidermis, hairs, 
nails, and glands. A slight disturbance of 
the normal equilibrium within this system 
may have fatal consequences to the skin as 


Submitted for publication Oct. 5, 1959. 

From the University Clinic of Dermatology and 
Venereology, Rigshospitalet, Copenhagen, Den- 
mark. 

Read before The Pacific Dermatologic Associa- 
tion, lith Annual Meeting, Carmel, California, 
Sept. 9-12, 1959. 


well as to the connective tissue system and — 
the organism as a whole. eh 


The mucinous ground substance consists 
of acid mucopolysaccharides in some com- 
bination with proteins. Hyaluronic acid is 
sulfur-free and possesses strong water- 
binding capacities. Chondroitin sulfuric 


acid which is also present in the dermis, has — 
a somewhat different chemical structure, and — 
its viscosity and affinity for water are 


inconsiderable. 


Mast cells synthesize and are able to 
release acid mucopolysaccharides of the 
hyaluronic acid type. Some mast cells seem 
to contain a heparinoid sulfomucopoly- 
saccharide. However, in sites where the 
cellular product is sulfur-free, the mast cells 
seem not to incorporate injected radioactive 
S*°-sulfate.!? 


The vessel walls contain connective tissue, 


and the slightest alteration in these mesen- 


chymal elements may change vascular per- 
meability. Histamine occurs in mast cells 
in close relation to the mucopolysaccharide 
component, and histamine release brings 
about vasodilatation and a change in per- 
meability. The release of serotonin, another 
component of mast cell granules, may play 
an important role in the maintenance of the 
normal amount of tissue water, at least in 
some animal species. 

Reticuloendothelial cells, such as _histio- 
cytes, possess phagocytizing and antibody- 
producing properties and participate in the 
local defense of the tissue. Some blood cells 
are known to exert functions similar to 
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tissue cells. For instance, basophil leuko- 
= cytes seem to be able to act in a way similar 
_ to that of the tissue mast cells.7 
: Certain enzymes may affect the integrity 
- of connective tissue. Hyaluronidase, which 
is known to be a product of bacteria, snakes 
and various insects, and of sperm as well, 
may even be present in normal skin and in 
tumors, though it is not finally proved. It 
_ hydrolyzes and depolymerizes hyaluronic 
acid, reducing its viscosity. Trypsin breaks 
= down various extracellular tissue compo- 
nents. It may be active in blister formation 
L: in human skin. 





2 Regeneration 


The process of wound healing is initiated 
-by formation of ground substance. The very 
- first step is a mucinous organization of an 
4 edema fluid. During the first few days 
hyaluronic acid is the dominating poly- 
f ssecarie Thereafter chondroitin sulfate 
 increases.*:!* It stimulates to deposition of 
collagen fibrils, and a fibrous organization 
follows. Hyaluronic acid comes to the ex- 
_ tracellular compartment by degranulation of 
mast cells. The biological half-life of 
hyaluronic acid is about two days, whereas 
that of chondroitin sulfuric acid is 10-16 
= days? Once deposited, collagen is a 
metabolically inert substance.1® Because of 
these facts it is possible to promptly in- 
— fluence any connective-tissue regeneration 
a by hormones or other drugs, provided 
the influence hits the initial phase. If the 
hyaluronate production is inhibited, the 
E growth process is stopped or at least re- 
E stricted. 


Da iK Boa the wó 4 
— oe r i be = i at 


E = Infection, Tumor Growth 


2 r! 
r- - 


= The viscous ground substance of dermal 
connective tissue forms a barrier against 
the spread of bacterial invaders, toxins, in- 
= jected fluids, etc. Similarly the growth and 
= spreading of tumors may be kept in check 
by connective-tissue ground substance. 
_ Hyaluronidase-producing bacteria and tu- 
mors possess specific weapons for their in- 
vasion, but the break-down products of the 
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mucopolysaccharides counteract the spread- 
ing factor and reduce the permeability of 
the connective tissue. The spreading effects 
of bacteria and tumors can only be com- 
pared with the penetration of the mucinous 
mantle of the ovum by the spermatozoon, 
containing hyaluronidase. 


Inflammation 


Inflammatory processes of allergic or 
bacterial nature take place in connective tis- 
sue, and the condition of the tissue, pri- 
marily its permeability, is one of the factors 
determining the outcome of the battle be- 
tween the inflammatory agent and the host. 
Natural resistance might be the correct term 
for this factor, which, in turn, may be in- 
fluenced by drugs or physiological stimuli 
in the same way as wound healing. A 
lowered resistance may be the result of 
physical or mental stress, possibly acting 
by way of endocrine stimuli.” 


Diseases of Connective Tissue 


The dermal connective tissue is diseased 
primarily or secondarily in practically any 
skin disease. The epidermis may be influ- 
enced by various morbid changes of the 
underlying connective tissue. For instance, 
epithelial thickening and keratosis is a con- 
stant response to mucin accumulation in the 
dermis, e.g. myxedema. Hair growth is 
influenced through the connective tissue 
sheaths. Diseases of the mesenchymal 
structures are invariably associated with 
changes of the surface. 


The so-called collagen diseases or systemic 
mesenchymoses or systemic connective- 
tissue diseases are primary lesions of the 
mesenchymal system. At an early stage 
they affect primarily the mucin-producing 
apparatus, whereas in more prolonged cases 
the collagen and elastic tissues are involved 
as well. Chemical alterations in the extra- 
cellular substance, e.g., fibrinoid and amyloid, 
characterize the pathologic picture of each 
disease. Autoimmune and allergic processes 


may provoke the vascular or extravascular 
damage by interference of release of hista- — 


Vol. 81, Apr., 1960. 


i M. j} ARCHIVES OF DE RAIOLOCY 















an 





SP eh ea 


bet verji short, time. The mechanism is: 


y 7 +s - ji 
ery. E 7 noe: 
=. eat rts he E T EAN E 
F T = i ee j 7 Ss © R A = J w < 
ps 2 i ~ p TN z P vie P J ira a "JI = -+ ue ; 
ae: +t 4 r “Q Qy) v a a : è 
> A ‘ > > $ J4 
9 ' $ į 5 = = 
SEEE ý X z ; 


vas mine, Te Rin hyaluronic acid, heparin, 


and other agents. The real pathogenetic 
pattern has not yet been uncovered. A cer- 


tain histopathologic picture may indicate an 


allergic genesis, urticarial whealing hista- 


~ mine release, etc. 


Much clearer is the pathogenesis of an- 


other group of connective-tissue diseases, 


namely the endocrine disorders. Diseases 


characterized by primary changes in the 


ground substance are myxedema, localized 
myxedema, acromegaly, and Cushing’s dis- 


ease. They are examples of the various 


effects of thyrotrophin, somatotrophin and 
cortical steroids. The predisposition to 
forming keloids might be ranged into this 


_ group. Keloids, Peyronie’s disease, Dupuy- 
_ tren’s contracture, knuckle pads, and others 


are examples of fibroses developed in edem- 
atous tissues. Long-standing edema main- 
tained by trauma, inflammation, etc., is an 
important factor in their pathogenesis. 
There are several examples of systemic 
diseases affecting elastic tissue, where this 
occurs. Degeneration in dermal elastic tis- 
sue may be accompanied by similar degen- 
erations in the elastica of the vessels and 
of Bruch’s elastic membrane of the retina 
in pseudoxanthoma elasticum. Striae of 
the skin and cutis hyperelastica also reveal 
systemic degeneration of elastic tissues. 


In neoplastic tissues characterized by 
mast cell and fibroblast or histiocyte accu- 
mulation and proliferation in the dermis, 
the products of these cells may give rise 
to typical clinical symptoms. In urticaria 
pigmentosa, and especially generalized mas- 
toeytosis, histamine release may give rise 


_ to itching, whealing and flushing of the skin. 


Release of hyaluronic acid and heparin may 


= also be traced by their properties and ac- 


tions. In fibromas, the collagen formation is 
characteristic. 


Hormonal Influence 


Cortisone and other glucocorticoids exert 
their effect on connective tissues within a 


(1) 


~. g locking of hyaluronate synthesis in the 
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cells, (2) undisturbed break-down of extra- cay 
cellular hyaluronate, (3) decrease in the — 
hyaluronate content, and (4) decrease of 


the water content in the tissues.2 The im- 


mediate effect of such steroids may be re- — 


flected in a cure of exudative lesions, 
urticaria, erythema multiforme, pemphigus, 
and a series of other skin diseases in which 
the mucinous system plays an important 
pathogenetic role. It also explains the effect 


on the systemic connective-tissue diseases, — 
lupus erythematosus, scleroderma in pro- — 


gressive phases, dermatomyositis, polyar- 


teritis nodosa, serum sickness, and others. 


Healing of wounds and fractures is in- 
hibited if cortisone treatment hits the first 


stages of regeneration.1? 1” In keloids thick 
bundles of collagen fibrils are cemented to- 
gether by a viscous ground substance. This 
material may be influenced by e.g. local 
deposition of hydrocortisone acetate. The 


hyaluronic acid is broken down, the viscos- = 
ity of the material decreases, and the fibrils 


are allowed to move in relation to each 


other, the fibrosis stretches and may flatten = 


down to the level of the surrounding skin. 
It may even get atrophic.* A similar effect 
may be obtained in Dupuytren’s contrac- 
ture, Peyronie’s disease, and other fibrotic 
conditions.’ 


The inhibitory effect of glucocorticoids 


on connective tissue regeneration and repair, 
on tumor growth, and on inflammation is 
explained partly in their tissue effect, as 





freely as their enhancing effect on bacterial “i 


invasion, breaking down a tissue barrier. 
Cortisone increases spreading in the skin, 
whereas hyaluronidase brings about only 
slight spreading in cortisone-influenced 


skin.4? Cortisone counteracts capillary per- 


meability and edema formation. The steroid 
inhibits antibody formation by reticuloen- 
dothelial cells and interferes with phago- 
cytosis.2 The mentioned hormone effects 
may be observed in patients suffering from 


Cushing’s disease. The proliferation of fat, — $ 


the reduction of the amount of fibrous con- 


nective tissue, the thinning of the skin, the 
occurrence of striae, a reduction in tensile 
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strength and ‘Aaslicity, noana dilatation 
and fragility leading to rupture and hemor- 


-= rhages, inhibited healing of fractures and 


= wounds, and lowered resistance to infec- - 
_ tions, are examples. 


The reverse effect takes place if thyro- 
trophic hormone acts on connective tissues. 
This hormone stimulates the mucinous sys- 
tem, resulting in a myxedema if not in- 
hibited and balanced by thyroid hormone.’ 
Thyroid treatment of an existing myxedema 
brings about a regression. 

Thyroxine inhibits the healing of wounds. 


_ The uptake of radioactive sulfate and the 


formation of collagen fibrils are reduced. 
The target of the hormonal effect is in the 


-~ wound tissue. Thyroid hormone also in- 


hibits tumor growth.15 
In myxedematous skin a physical barrier 


is established against spreading of an ex- 


ternal agent in the skin; on the other hand, 
hyaluronidase-producing bacteria possess 
strong aggressive weapons in a medium of 
highly polymerized hyaluronic acid. 
Thyrotrophin acts on connective tissues 
directly, not by way of the thyroid. Thy- 
roid hormone inhibits, in a specific way, the 
fat-mobilizing, the mucotrophic, and the 
ophthalmotrophic effect of thyrotrophin. 


Growth hormone stimulates collagen for- 
mation and deposition, a fact which is well 
reflected in acromegalic patients showing 
hypertrophic, thickened, fibrotic dermis, fi- 
bromas, keloids, etc., as well as thickened 
vessel walls. Until now, however, beef 
growth hormone has no role in treatment 
of human disease. 


Estrogens influence dermal tissue in vari- 
ous ways, influencing to some degree the 
water content and the turgor of the skin and 
the growth of hairs. Premenstrual tension 
is explained by hydration of connective- 
tissue ground substance. The condition may 
be counteracted by drugs inhibiting the 
estrogenic effect. 

Knowledge of the normal and pathologic 
physiology of the skin enables the derma- 
tologist to choose his drugs and institute a 
reasonable therapy. A decade of mesenchy- 
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modern treatment of skin diseases. 
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Recent progress in connective tissue re- _ 


search are fundamental to modern derma- 
tology. Studies on the structure and 
functions of cells and extracellular materials 
of connective tissues have supplied impor- 
tant information on the processes of con- 
nective tissue regeneration and repair, 
inflammation, infection, tumor growth, sys- 
temic connective-tissue diseases and endo- 


crine skin diseases. The tissue effects of 


corticotrophic and adrenocortical hormones, 
thyrotrophic and thyroid, growth hormone 
and estrogens are discussed. 


63 Norre Allé. 
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The Cultivation of Dermatophytes on the Air Cell 

Be ° 
-Membrane of the Hen’s Egg 
E OAC. BORSTLAP, Leiden, Netherlands | 
ae Introduction dermatophytes on the air cell membrane 
ea . . . 
~=- Jn 1957, I. Neuhauser reported in this of boiled eggs was compared with that in 
© journal that the air cell membrane of the unboiled “88°. ain. Nes? 
= hen’s egg is especially suitable as a medium In addition, a differential investigation 
. for the cultivation of dermatophytes. This Was made into the growth of dermatophytes 
Be 4 _ keratinous membrane is moist, is protected On the media at 25 and 37 C, respectively. 
by the shell of the egg, and need not be ster- It was furthermore intended to ascertain 
~ ilized. According to Neuhauser it shows a whether the air cell membrane has a certain 
-physical and chemical similarity to the hu- degree of specificity as a culture medium 
= man epidermis, notably because of its high for dermatophytes and—as Neuhauser had © 
methionine content, which renders this me- stated—inhibits the growth of bacteria in- 
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dium exceedingly suitable for the study of 
_dermatophytes. 


In the author’s view the 
membrane has a certain specificity as a cul- 
ture medium for dermatophytes, and an 


- inhibitory action on the development of bac- 
teria present in the material to be myco- 
logically examined. 


This culture medium is low in price, and, 


. being also easily obtainable as well as readily 
< rendered suitable for the cultivation of 


fungi, it might be most serviceable in the 


mycological investigation of hair, nails, 


epithelial scales, etc. 
Neuhauser invariably incubated the inocu- 
lated eggs at 37 C, although the optimal tem- 


= perature for cultivating dermatophytes on 


the customary media is lower. She did not 


-~ mention whether or not the eggs had been 


boiled. 


Objective 
The present writer’s aim was to ascertain 
whether it is advisable to boil eggs before 
using them as a medium for the cultivation 
of dermatophytes. To this end the growth of 
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oculated together with them. At the same — 
time this might give one an impression of — 


whether, when this medium is utilized, the 
presence of bacteria inhibits the growth of 


dermatophytes, as was demonstrated by _ 
Campbell and Saslaw (1949) and Cormane _ 


et al. (1958). 
To this end different genera of dermato- 
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phytes and bacteria were grafted, both sepa- — 


rately and in combination, on the air cell — 


membrane of raw as well as boiled eggs. 


Method 
The dermatophytes we used are: Microsporon 
audouini, Epidermophyton floccosum, Trichophyton 
schénleini and Trichophyton rubrum. Inoculation of 


the eggs was invariably from stock cultures on — 
Sabouraud agar. The cultures of M. audouini and- 


T. schénleini were kindly provided by the Central 


Bureau for Fungus Cultures at Baarn (Holland). | 
_ The other two genera were isolated from cutaneous — 
scales. 


The bacterial genera we used were: Micrococcus 


pyogenes var. aureus coagulase pos., Micrococcus © a 


pyogenes var. albus, and Escherichia coli. They 
were isolated from the skin and kept alive by regu- 


lar regrafting in 1% glucose bouillon and incuba- 
tion at 37 C. 


The eggs that were inoculated were never older — 


than three days; we did know whether or not they 


had been fertilized. Boiling was done for 10 min- 
utes with the thick end upwards, in order to prevent 
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s is usually present there”, ee 
oT Khe iodine had been applied t to the thick end, 
a and with due regard to sterility, a small hole was 
-pierced in the top of the shell and in the outer 





in fresh 


















D Hiema with the aid of a pair of tweezers to 
pa TA about three-eighths of an inch in diameter. Inocu- 
IWR -lation was done on the center of the air cell 
r _ membrane underneath, which continues at the edge 


i 5 of the air chamber into the inner eggshell 
_ membrane. 


G The hole in the shell was closed by sticking strips 
= Í transparent adhesive tape (two, 5X8 cm.) cross- 
a over it. The egg was then put in the incubator. 
Uy The four genera of dermatophytes and the three 
aos genera of bacteria were grafted both on raw and 
ee on boiled eggs. In addition, combined inoculations 
a with dermatophytes and bacteria were made, invari- 
hae -ably with a single genus of each. This makes 12 
a different combinations possible, all of which were 
ote carried out. Of both the boiled and the raw eggs 
one-half of the total number were incubated at 25 
RC: and the other half at 37 C. The experiments 
S were quadrupled, so that a total of 304 eggs were 
oF used in the investigation, Part of this number 
oi - were opened one week and the rest two weeks after 
j inoculation, After removal of the adhesive tape the 
= rest of the eggshell above the air chamber was 
a broken away. The cultures were photographed; and 
ate some of them lactophenol preparations were 
Ts. ‘made with material from the center, and grafted 
ERI on Sabouraud slides. In addition, small pieces were 
ee eae out for enclosing and staining according to 
Hotchkiss-McManus. Of those eggs on which only 
grafted, material was reinocu- 


| ate n blood-agar plates in order to ascertain 
À Ba whether the bacteria were still viable. 

















Results 


s E On the raw eggs that had been ER 
5 Filh M. audouini and T. schönleini, 


is | rubrum had grown to droplet size and 
poe mm. cultures, respectively. 
ee. Two weeks’ incubation at 25 C of raw 
_ eggs inoculated with M. audouini and T. 
Es schénleini produced, on a few eggs, minute 
_ cultures of both genera, between a needle- 
_ point and a pinhead in size. E. floccosum, on 
the other hand, had already grown to a 15 


f ae culture after a fortnight. The T. rub- 


a -membrane lying against it inside. This hole was — 


old cultures on Sabouraud-glucose agar. ; E 







aoai 20 mm. Calie 40 eika Tai 


BA Er 
cases, on opening an incubated raw i We 5 


- 
- 3 * 


found a taut, white, parchment-like air ~ 


Pak 
chamber membrane; neither on this nor on i pe 


the eggs inoculated with T. rubrum could P 
any fungous growth be observed. At the 4 
edge of the membrane there were invariably — 
one or more tiny holes, probably caused by. ey 
the tension in the membrane as a result OL | 
desiccation. In these cases the membrane 7: 
was separated from the albumin by a w h, 
layer of air. mn 

On the boiled eggs inoculated with M. 
audouini and T. schönleini, droplet-size _ 53 
cultures had formed after two weeks’ incu- fe ie l 
bation at 37 C, by which time both E. flocco- ie 
sum and T. rubrum had grown to +15 = ` 
and 20 mm. cultures, respectively. MS f 

On the boiled eggs incubated at 25 C the | F 4 
growth of the four dermatophytes in ques- a Ye 
tion was better: after two weeks’ incubation E, 
at 25 C the T. schönleini cultures reached ay 4 
size of about 20 mm., and those of M. audou- 
ini and E. fotoi +25 mm. The T. rub- Sa 
rum cultures covered the entire bottom of oe Di 
the air chamber. 

The macroscopic aspect of the cultures _ 
on the eggs was the same as that of equally 
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Examination of direct preparations of thes 
egg cultures and of the slide cultures showed _ 
that pleomorphism was out of the question, sith 4 ! 
i e 

In the histological preparations the my- A 
celia were invariably found to. be growing — Be. 
deep down into the albumin. In one T. rub- | a 
rum culture on a boiled egg we even found — Kao 
hyphae in the yoke. o ES 


TAS 


On the eggs that had been inoculated ville: Ge 
bacteria as well, the fungus cultures, were, e T pah 
as a rule, of the same size as, or hardly = 
smaller than, those on the eggs without bac- mr H 
teria, but in some cases the former cultures we S 
were more irregular in form. l UAN 

On the boiled eggs that had been inocu- 
lated with bacteria only, the whole—or prac- 
tically the whole—area of the membrane _ 
was covered with bacterial culture after two | ss 
weeks. There was no clear difference, in E 
this respect, between the cultures incubated pee 
at 25 C and at 37 C. On the raw eggs no. 5 
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The growth of T. rubrum on the air chamber 
membrane of a raw and a boiled egg in the pres- 


< ence of a genus of Micrococcus pyogenes var. 


aureus, after one week’s incubation at 37 C. This 
clearly that the growth of both T. 
rubrum and of M. pyogenes var. aureus on the raw 
egg A remains far behind that on the boiled egg B. 


bacterial growth could be observed macro- 


_scopically. However, after reinoculation on 


blood-agar plates the bacteria were found to 
be still viable also on the raw eggs. 


Summary and Conclusion 


M. audouini, E. floccosum, T. sch6nleini, 
and T. rubrum may be cultivated by inocula- 
tion on the air chamber membrane of the 
hen’s egg. Conditions of growth are, for 
these dermatophytes, better on the boiled 
than on the raw egg, as well as being better 
at 25 C than at 37 C. 

T. rubrum grows better than the other 
fungi on the raw egg and at 37 C but, at 
the same time, distinctly less well than on 
the boiled egg and at 25 C. 

The growth of the fungi was not found 
to be noticeably affected by the presence of 


__ genera of micrococcus pyogenes var. aureus, 


coag, pos. (see Figure), Micrococcus pyo- 
genes var. albus, and E. coli, This is in con- 
formity with the view of Cormane et al. 
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(1958), viz., that the growth of fungi on the 


skin—in contrast to their growth in the di- 
gestive tract—is not inhibited by the pres- 


ence of bacteria. 

The better growth of the dermatophytes 
on the boiled egg may possibly be due to 
the thermal denaturation of the ovalbumins. 
Maybe the denatured egg protein lends itself 
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better to the action of these fungi than the | 


raw native albumin. Another possibility is 
that the raw egg contains substances which 
have a fungistatic action and are rendered 
inactive by boiling. 

Further investigation is needed to ascer- 
tain whether the better growth on the boiled 
egg is due to changes in the air cell mem- 
brane itself, or in the ovalbumins beneath it. 


In the histological sections that we ex- 


amined the mycelium extended far into the — 


albumin beneath the air chamber membrane. 
A special significance of this membrane with 
respect to the growth of the dermatophytes 
is thereby rendered extremely doubtful. 
Further experiments, by cultivating derma- 
tophytes separately on the air chamber mem- 
brane and on the ovalbumin, may be 


expected to contribute to our knowledge of 


this aspect of the problem. 
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oe * Oral ae Involvement in | Nevus Unius Lateris 


oa SAT 
ree (Ichthyosis Hystrix) ES 
be Bike 
Wey? = i {q 
f; A Aa S ; r fa 
Saar A Review of the Literature and Report of a Case eS, 
Bois e AN 
PAADI S | 
bye HUBERT M. BROWN, M.D., and ROBERT J. GORLIN, D.D.S., M.S., Minneapolis : 4 A 
le? i i Be 
~. The variety of oral involvement present in are not included; but are mentioned because e es ee 
uM s Naj 


a this group of epidermal nevi seems not to be 

~ generally well known. The dermatological 
te f _ textbooks note the occurrence of oral in- 
volvement, but do not describe the changes in 
cS lietai Conversations with dermatologists 
Sa with wide experience indicate that this re- 

- port has something new to offer in bringing 
es ~ together the sites and types of changes of 
Sains: the oral lesions. We do not claim that this 
ae is a complete review, but it is a painstaking 
Sy review of several of the dermatological 
a0 _ journals of the world (every volume and all 
E * the many synonyms ).* 

We have limited this study to those cases 
GE epidermal (hard) nevi that are sufficiently 
~ developed i in area, pattern and morphological 
features of the lesions to warrant being 
7 A ‘classified as nevus unius lateris, ichthyosis 
_ hystrix, or equivalent synonym. 
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A: ‘ This review does not include the fol- 
as lowing: 
bre TRE 1. Lesions limited to the oral cavity 


= and pharynx, or these lesions with skin 
A involvement other than ichthyosis hystrix 
AM (nevus unius lateris). Therefore the cases 
BL of Siebenmann,! Hyde,2 Gabert,* Miescher,4 

_ Barber, 5 Cannon, Gougerot,? and Cooke 8 


e) ~ Submitted for publication July 2, 1959. 

fe = Division of Dermatology, School of Medicine, 
ae University of Minnesota, Francis W. Lynch, M.D., 
te 






Be eens tor (Dr. Brown); Division of Oral Pathol- 
ogy, School of Dentistry, University of Minnesota 
_ (Dr. Gorlin). 


* Review includes ajl issues of the following 









SA M.A. Arch. Dermat. «ooh and AMA. ‘Ager. 
‘Dermat., (3) Brit. J. Dermat., (4) Australia J. 
Dermat, (5) Ann. Dermat. et Syph., (6) Arch. 
ital. dermat. sif., (7) Acta dermat.-venereol., 
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lymphangiomas, and RERE Se A ; Be 
3. Atrophic nevi with oral involvement, Be | 
including the report of Gray,’ or ectodermal — “Se 
defects and dysplasias. — 
4. Nevus pigmentosus, incontinentia pig- eee 
menti, the acanthosis nigricans group, Er 


cutaneous papillomatosis, Darier’s disease, a 
w 


ea 
He; 


OE t = 
p- 


porokeratosis, the phakomatoses, hamarto-- i oA 


mas of nonepidermal structures, pachyo- -< s 


nychia congenita, congenital ichthyosiform PA 
erythroderma, ichthyosis vulgaris, and the = 
viral verrucae. i 
EERE” 

< mii 

o S 
Report of Case -AN 










Our patient, a white girl, was 14 years old when 
first seen, in March, 1958. The lesions began on — aM 4 
the neck and chest at the age of 9 months, and ee 
gradually extended to involve the angles of the. BY ey 
mouth, oral mucosa, eyelids, back, abdomen, axillas, ; be Des 
and anogenital areas. The other members of the Bhi 
family do not have similar lesions. ar 

Examination, in 1958, showed multiple brown- reas: a 
to gray verrucous plaques, whorls, and curvilinear Ke; 
streaks on the neck, anterior and lateral surfaces | 
of the chest, abdomen, back, and the upper inner > 
part of the left thigh. The trunk lesions were a A 
more extensive on the right. The angles of the ~ 
mouth, vermilion border of the upper lip bilater- way a 
ally, outer canthi, margins, and lateral two-fifths | se ae 
of the cutaneous surface of the upper eyelids, the a 4 
lower eyelids centrally on the cutaneous surface, — IA w 
umbilicus, and axillae presented groups of gray oa 
to brown, pedunculated and sessile papules, 1 to3 ~ os 
mm. high and 1 to 4 mm. wide (Fig. 1 & 2). aa a i’ : 
the mucosal surface of the upper lip bilaterally, — SO 
extending across the vermilion border, were five “a 
verrucous patches, the color of normal oral mu- Fa 
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Fig. 1—Note nevus unius lateris involving lat- 
eral neck region; several individual verrucae are 
scattered over anterior and dorsal portion of cervi- 
cal region. 


cosa, ranging in diameter irom 4 to 15 mm. The 
surface appeared arborescent, producing the clini- 
cal impression of squamous papillomatosis; the 
papillary projections extended approximately 1 to 
2 mm. above the mucosal surface, and the margins 
were irregular (Fig. 3 & 4). All the other oral 
structures, conjunctivae, and nasal mucosae were 
normal. In the gluteal cleft, pink verrucous dome- 
shaped nodules, measuring 8 to 10 mm. in diameter, 
were present. Vulvar and vaginal lesions were 
said to be present, but examination of these areas 
was refused. The remainder of the physical ex- 
amination was within normal limits. 
Microscopically, the epidermis was greatly thick- 
ened, with mild hyperkeratosis. However, the chief 





Fig. 3.—Observe several verrucae on the ver- 
milion border of the lip, and at the commissure, 
extending to the skin. 
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. ARCHIVES OF DERMATOLOGY 





Fig. 2—Nevus unius lateris involving outer por- 
tion of eyelid, extending superiorly from the lid 
marsın. 


change was produced by proliferation of the rete 
cells. Mild edema of the stratum spinosum was 
observed. The dermal papillae were elongated and 
showed mild inflammatory changes. (Fig. 5 & 6). 


Review of the Literature 


Lips.—The lips may participate in atrophy 
or hypertrophy, or they may be enlarged 
generally, with the very edge thinned. 
Condylomatous, mammillated, digitate, and 
filiform lesions may be found at the angles 
of the mouth, and on the vermilion and 
mucosal surface proper of the lips. On the 
free border, the mucosa may be gray with 
pronounced anteroposterior furrows.’* At 
the corners of the mouth, the pedunculated 
papules may resemble the axillary “skin- 
tag’’-like lesions of ichthyosis hystrix, as 
well as verrucae. The wart-like lesions may 
be rose, yellow, tan, dark brown, or gray. 


Fig. 4—Mucosal involvement with nevus unius 
lateris. 
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The nevus may involve the external surface 
of the lips, exhibiting the well-known lesions 
found on the remainder of the skin surface ; 
often the vermilion is approached, or a 
whorl may extend outward from the corner 
of the mouth. Pigmented spots on the zone 
of Klein of both lips were present in one 


case.*® 

Buccal Mucosa.—The buccal mucosa may 
have unilateral, grouped or isolated, filiform, 
mammillated, or verrucous lesions; soft 
areas along, or limited by,” the line of 





Fig. 6.—Higher power 
of lesion seen in Figure 
5. Note mild edema of 
rete. The dermal papillae 
are elongated, and ex- 
hibit mild inflammatory 
changes. 


Brown—Gorlin 


Fig. 5.— Photomicro- 
graph of nevus unius 
lateris removed from mu- 
cosal surface of upper 
lip. The epidermis is 
greatly thickened, with 
mild degree of hyperker- 
atosis. Reduced 15% from 
mag. X 125. 


dental closure. These lesions may be white 
to dull yellow. Thick areas of “cystic leu- 
koplakia” were present in one case.*® The 
entire buccal mucosa may be opalescent and 
furrowed, with linear depressions mainly 
disposed in the anteroposterior direction, and 
more numerous near the labial commissure.?* 
Telangiectasia of the mucous membrane of 
the cheek was noted once.*! 


Palate 





A verrucous midline ridge may 


extend posteriorly over the hard and soft 
palate to a bifid uvula.?®?8 The palate may 
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$ A A A tye high, pes Sa heria The ie 
a st palate may have unilateral soft wart-like 
Re a os oiana that vary in color from that of 

nai normal mucous membrane to'a dull yellow- 


_ white. | 

e Tonsils and Pharynx.—The tonsils were 
“involved” in two cases,!*!° and the pharynx 
4 as he also in one of these cases.!? Telangiectasia 
: Be: ae of the mucous membrane of the throat was 

x E present in one case.*? . 
a. $ ~ Tongue. —Linear unilateral and/or mid- 
es Hine bands, as well as round and oval 
a plaques, are the commonest lesions. The 
| _ linear bands are parallel to the long axis of 
the tongue, and made up of verrucous, hy- 
Ji  pertrophied projections that may be in- 
-— durated or soft. In the central part of the 
- tongue, a group of almond-sized, gray to 
E | pale rose, condylomata-lata-like lesions, with 
; Es -the major diameter along the midline of the 
a A - tongue, may present extensive ramifications 
Bee's and furrows, and may be accompanied by 
a a similar group of half the size, parallel to 
ee the first.2® A unilateral hypertrophic patch 


wi 
r 


r ne of closely packed, soft, acuminate folds may 


irg 
> 
Eo 


D be associated with a slight defect in speech.*° 
Y Be), The hypertrophic nevus may involve the en- 
SA tire left half of the tongue. The posterior 


© midline may have thick areas of “cystic 
a p Soraa ” 36 Superficial furrows, the ma- 
ie j jority aligned in the anteroposterior direc- 
ah ‘tion and widely spaced, with the mucosae a 
e “Tittle gray at the base of the papillae, re- 
= ~  sembled the scrotal appearance to a slight 
© degree. The tongue may be increased in 
= width and thickness. Taste and pharyngeal 
| a ie - reflex were intact or not mentioned. 

ied S ~ Gingiva.—The gums may be thickened 
ig and friable (hypertrophic). A large mass 
ie: E may hide the upper teeth from view.76-28 
~~ The verrucous lesions may be present as 
small groups of isolated filiform projections, 


ste i 
aye 


— unilateral, or limited to the upper or lower 
i gums, or be more extensively developed. A 
~ broad deep furrow thickly studded with long 


©. papillae may be present at the site of un- 
a erupted teeth.” 
Ri Teeth—One or more teeth may be un- 


ah 

gram) or observed to be “absent” ; or the 
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Bese: : 

A AO 

| TP 

Bee 


ee : erupted (as demonstrated by roentgeno-— 


teeth Bee: n nun 3 
widely spaced, small, a ail prar Š ssi se 
and badly implanted teeth were noted. The Ke 5 
lower teeth in part superimposed and hid. 
from view the superior ones in one case. 
Mandible —In one case there was be: ; 
complete absence of the normal mandibular ~ 
angle. rete) y 
Nonoral Orifices and Mucous M embranes. 
In the 24 cases with cutaneous and oral 
involvement, several had changes at or neat 
other orifices. | 
The eye may have warty excrescenses on ~ 
the palpebral rim, cutaneous surface of the ; 
lids, or extending outward from the eyelids — 
to the face and scalp. There was ptosis of 
the right upper eyelid in one case,2*?8 and 
a “‘lipodermoid” was in the subconjunct ival $ 
tissue?! in another. Superficial central | 
corneal opacities, with vessel development at 
the periphery of the cornea and on the con- 
junctiva, may be associated with a dimin- th 
ished number of eyelashes and extensive loss he H 
of hair in other areas,!* or be associated — oP. 
with epiphora.17 In Touraine’s case’ the i 
skin lesions were present since birth, and _ ay 
the cataracts in the 66-year-old panen ap- 
parently were “senile” ones. ce 
Galloway’s case of nevus unius lateris, se 
while not having oral involvement, had eye: 
lesions of interest. “The left outer canthus DA 
was not perfectly formed, the folds of skin a 
incompletely separated. The outer portion of ‘5 
the left cornea was white, showing the ap- | p 
pearance of a leukoma, but the lesion was of S 
congenital origin, and not due to injury. Ins ; 7 
the right eye, the lesions were more exten- h 
sive. A similar condition of the right cornea 
at its outer margin, as in the case of the left 
was noted, but a larger area was affected. A 
The outer portion of the right conjunctiva | 
showed a brownish pigmentation and the — By 
presence of abnormal tissue, probably of 
nevoid structure.” 3T sa! e 
The cutaneous surface of the nose may i 
present warty, unilateral or bilateral, exten- | 
sive or sparse lesions that may be limited 4 
to the tip or lower half of the nose. The a 
nasal mucosa may be plicated, gray, and 
RE Wa Tor have thick areas of ‘ ‘cystic A 
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Sex 
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1519 1912 


Williams, +° 1912 


* The oral mucosae were extensively affected. 
Lesions present since birth. 


Hufschmitt, ** 1926 
Ephraim and Skeer, *¢ 1944 
Touraine, ** 1947 t 

Brown and Gorlin 


- Tobias, ** 2: 1927 


Rothwell, ?* 1921 


Wright, #2 1940 
Skeer, ** 1944 
Lenson, ** 1953 


Calluzi, ** 1929 
Wright, ** 1937 


Fox, #* 1933 


Kingsbury, ** 1913 


Sibley, +? 1913 * 


Evans, '* 1902 

Strasser, '* 1903 
Bargigli,'? 1907 
Waelsch, 2: 1912 


Thibierge, '* 1892 
Abraham, +*+ 1901 


Church, !} 1865 _ 
Simon, 1? 1872 
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jas ae eukoplakia,” #° or may develop condylom- 
Bee? ie tous to filiform projections that may be 
e visible at one or both of the nares. Just be- 


___ low the nasal orifices there may be deep fur- 
S rows.” 
ee The left ear in one case had seven dark- 
} -red semisoft nodules ranging in size from a 
% SA pinhead to that of a green pea.?®8 The ear 
À A <r lobe may be absent, or adherent 13 to the 
` nearby skin. The aural skin may be in- 
“a volved in the manner of the cutaneous 
` lesions generally.16 
è = The labium majus may have condylom- 
ae atous lesions similar to those at the angle 
a Poa the mouth.'® The scrotal folds may be 
accentuated, the epidermal involvement of 
o | -the penis may stop beneath the free border 
-of the prepuce, and on the internal surface 
there may be linear depressions between 
_ polygonal folds.!?* Hydrocele was present in 
z _ one case.** The male infant’s genitalia may 
z a4 be of “almost adult size.” 11 
e _ The anal area may also have a superficial 
a _ abrasion. In one case, verrucous dome- 
Bs E shaped pink nodules, measuring 8 to 10 
mm., were observed in the gluteal cleft. 
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e Comment 
a -~ The mucosal lesions of the oral and other 


bei -orifices noted in the table were almost with- 
© Out exception limited to the left half of the 
Ra |. body, or bilateral and more pronounced on 
oa the left than the right, or were midline 
i ~ lesions. In Sibley’s 2? case the warty nevi 
ye were more developed in the right than in the 
I Eet nostril. 

Ben The cutaneous lesions, and lesions at the 
 mucocntaneons borders, were often bilateral. 
The left half of the body seemed to be 


= ` favored slightly, but not significantly, over 
Z o he right. 


ar: 


E In estimating the frequency of oral in- 
E 4 DEIA there were pitfalls: the multitude 














ak 


T: 
4 Piven SENTOSA to be ucte: the neces- 
= sary preoccupation of describers with one 
l 7a _ or several main features of a case; and the 
me failure to look, failure to describe, or con- 
E ‘fe sideration of oral lesions as unworthy of 
= a “comment, 
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The report of more than kas by rae “i he 
individual may be a clue as to the relative ra 
frequency of oral lesions. Wright She re- E 
ported two cases. In one issue of“ thé. ` i a 
ARCHIVES OF DERMATOLOGY, Skeer reported E 
a case *? and shared in the presentation of 
another.** Sequeira also had two cases: a 
girl with extensive mucosal involvement 
and a man who developed epitheliomata on 
some of the lesions at the age of 28 years?? 

The association of cancer with the cuta- 
neous lesions of nevus unius lateris has been 
noted by Toyama and Kojima,?8 Pack and — a 
Sunderland,*® Curth,*® and others. These — 
malignancies include squamous-cell and — 
basal-cell cancers at sites of the epidermal 
nevi as well as internal malignancies. 

In our series, Sequeira, in discussing 4 
Sibley’s case ** (1913), recalled similar ex- 
tensive involvement in a male patient, who 
developed ‘“‘epitheliomata on some of the 
lesions” at the age of only 28.” The areas 
of “cystic leukoplakia” of the tongue, buccal 
and nasal mucosa of Lenson’s case 3! are of 
interest as being possible precancerous le- 
sions. 


Summary and Conclusions 


The authors have made a painstaking, but 
not complete review of the literature, and | 
have added one case of nevus unius lateris 
involving oral mucous membranes to those 
previously reported. There seems to be con- 
fusion in the literature concerning the fre- 
quency of oral involvement. The varied and 
characteristic sites, and the types of oral 
involvement, are described in detail, and the ai 
nonoral orifice and mucous membrane lesions ~ 
of the cases with oral involvement are dis- a 
cussed. The lesions of the various mucosa 
that were entirely or predominately uni- _ 
lateral were almost entirely on the left half F 
of the body; a most interesting selectivity. > 


Dr. Robert J. Gorlin, University of Minnesota, — i Y 
School of Dentistry (Dr. Gorlin). nee 
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Lichen Planus-like Eruptions Caused by a 


Color-Film Developer 


EDWARD H. MANDEL, M.D., New York 


Contact dermatitis following exposure to 
a chemical agent in color-film processing 
has been seen in eleven patients. In nine 


of the eleven cases, the skin eruptions clin- 
= ically resembled lichen planus and in two 


cases the eruptions were èrythematous and 
eczematous. Lichenoid eruptions from bac- 
terial agents, spirochetes, fungi, and drugs 


have been described. Among the latter, 
penicillin, para-aminosalicylic acid, and the 
- barbiturates are cited.? The development of 
- such lesions following skin contact with al- 
* lergens is unusual. 


Many of the color-forming developing 
agents have allergenic properties.* Lichenoid 
eruptions from exposures to p-phenylene- 
diamines among workers in a color photog- 
raphy processing plant were first described 
by Buckley,* although the allergen was not 
identified. 


All of the present series of cases were 
traceable to exposure to a single color- 
developing agent, CD2 (2-amino, 5-diethyl- 
aminotoluene monohydrochloride). CD2 was 


first used in the film processing plant in 
October, 1953, and the first patient of this 
- group was seen the following April. 


The Table shows the chemical components 
of the solutions used in processing color 


` film. Patch tests on patients were made 


with the solution from the tanks. Patients 


Po were found sensitive to the fixative as well 


as to the developer; this was found to be 


the result of CD2 carried by the film as it 


moved from the developer to the fixative. 

Of all the components in the developing 
Submitted for publication July 2, 1959. 
Associate Clinical Professor of Dermatology, 
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Chemical Components of Solutions Used in 
Processing Color Film 
Developer Fixative Bleach 
Anti-calcium Sodium Potassium 
Sodium sulfite thiosulfate bromide 
Potassium bromide Sodium sulfite Potassium 
CD2* Alum dichromate 
. Sodium carbonate Boric acid Alum 

Sodium hydroxide Glacial acetic Sodium acetate 

flakes acid Glacial acetic acid 

Sodium hydroxide 
flakes 


* 2-amino, 5-diethylaminotoluene monohydrochloride 


and fixative solutions, only CD2 was found 
to evoke an allergic reaction. 


Report of Cases 


The following patients were seen be- 
tween April, 1954, and August, 1958. The 
dates given refer to the first examination 
of the patient by the author. In those cases 
in which Grenz rays were used, they were 
administered in doses of 200 r at 0.028 mm. 


of Al half-value layer at weekly intervals. | 


The maximum exposure in any one area 
did not exceed 1200 r. 


Case 1.—(April, 1954). The first patient, a 
43-year-old man, had vesiculation with erythema 
and edema on both forearms and wrists. He had 
been employed as a color-film processor, and 


worked with new developing fluid since October, | 


1953. Although he habitually wore elbow-length 
rubber gloves, they became worn and developed 
pinholes from time to time. His first skin erup- 
tion appeared six months after he had been 


working with these new solutions. Patch tests were 
strongly positive (four plus) for both the de- 


veloping and fixative solutions. 


Grenz rays were administered over a three-week 
period, with the total dose to any one area not 
exceeding 800 r. 
Burow’s compresses and Burow’s emulsion. The 
skin was clear at the end of the three-week period. 
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The patient was treated with 
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Case 2— (May, 1954). The patient, a 38-year- 
, old man, had patches of erythema associated with 
- violaceous, lichen-planus-like lesions on the volar 
aspects of the forearms and the backs of the hands. 
Since February he had been working with a color- 
film developing machine which occasionally broke 
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x a down, requiring him to come into direct contact 
a = with the developing solution. The dermatitis had 
developed 24 to 48 hours following such a break- 
~- down of the machine. A patch test with the de- 
EPA veloper gave a four plus reaction. Following two 
Br Grenz ray treatments and applications of 1% 
Fe hydrocortisone ointment, the lesions cleared within 
eee 12 days. 
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-Si Case 3.— (October, 1954). The third patient, a 
= 51-year-old man, had erythematous violaceous 
_ plaques on the neck and chest which had been 





_._ present for two to three weeks. He had been em- 
= — ployed for one year as a mixer of chemicals. About 
a _. three weeks previously, when removing the rubber 
he BA gloves which he regularly wore, he dropped one of 
~ the gloves and, leaning over and catching it, ac- 
ry 


cidently struck his chest and neck with the con- 
_taminated glove. Itching started within one day. 


The lesions cleared within six weeks with Grenz 
-~ ray therapy and applications of 2.5% hydrocortisone 
ointment. 

_ Case 4—(October, 1954). The patient, a 50- 
year-old man, presented himself with discrete 
violaceous plaques on the neck, arms, and backs of 
both hands. Several of the papules had been ex- 
coriated. A film processor, he had been working 
with CD2 for four months. He stated that he wore 
protective gloves, but that the solution occasionally 
entered them. The rash, which had been preceded 

= by itching, had appeared in its present form five 

> or six weeks previously. Patch tests to the de- 
‘veloper and to the fixative were both positive (four 
plus and two plus, respectively). 

ie Å =- Two months after the first visit, during the 

> course of treatment, lichen-planus-like lesions de- 

veloped in the axillae. 


He was treated with Grenz ray and hydrocorti- 
sone lotion. 
3 Case 5.—(January, 1955). The patient, a 50- 
year-old man, had first noted itching, followed by 
~ the development of a skin rash, in October, 1954, 
~ on the back and wrist of his left hand. Eruptions 
Kes appeared one month later on the volar aspects of 
the arms and on both sides of the neck. Physical 
- examination revealed violaceous plaques, with a 
a _ Koebner phenomenon on the back of the left hand, 
-= volar aspects of both arms, and on either side of 
= the neck. There were also violaceous flat-topped 
=~ papules on the glans penis. 
_ The patient had been working with the de- 
veloping solution in the tanks, and also came in 
> contact with a mist containing the developing fluid. 
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A patch test to CD2 was positive; the reaction was ‘9 


eczematous. 
Therapy with Grenz rays and topical 1% hydro- 
cortisone was instituted. 


In March, 1955, by which time the lesions had 
subsided considerably, the patient had to strip the Ky. 
developing tanks, and came in contact with the 
solution. The next day, new lesions, in the form 
of discrete violaceous plaques, appeared on his | 
One — 


forearms. These also improved on therapy. 
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month later, another repair was required on the ~~ 


developing tank, and even though gloves were worn, 
a recurrence of the eruption ensued, owing, it is 
believed, to small holes in the rubber gloves. The 


patient did not return for additional therapy. 
Case 6.—( April, 1956). The patient, a 40-year- 


old man, had a skin eruption which had started five ; 
weeks previously. A mechanic, he had pulled up the 


elevators to repair the color-developing machine. Al- 


though he wore gloves, they had minute holes in 
them. Chemicals also splashed onto his arms. — 
Itching started within a few hours after this ex- _ 


posure, and was followed by a skin eruption. 


Physical examination showed hyperpigmentation — 
with erythema of the lower volar aspect of each — 
arm. The lesions cleared within two months fol- sat 
9a-fluoro-17- | 


lowing Grenz ray therapy and 0.1% 9 
hydroxycorticosterine-21-acetate lotion, 


Case 7.— (June, 1957). The patient, a 23-year- 
old man, complained of a rash which had started — 
two months previously. He reported that he had — 
had a similar rash off and on for three years. It 


was almost always confined to his hands, and 


healed with topical medication. He stated that hess 
was employed as a mechanic working on the color- 
developing machine, and removed elevators and x 


other apparatus that had been submerged in chemi- 
cals. 


and disappeared over the weekend. 


Physical examination disclosed erythema with : 
There were many — 


flat-topped violaceous papules. 
aggregated papules and plaques on both arms. Patch 


tests showed positive reactions to both developer f- 
The reactions were eczematous. 
Biopsy showed spongiosis with disintegration of — 
rete pegs and chronic inflammatory changes in — 
dermal papillae. The diagnosis was “most probably 
The patient was treated with Grenz 


and fixative. 


lichen planus.” 
rays, iodochlorhydroxyquin (Vioform) cream with 
hydrocortisone, and Burow’s solution, The erup- 
tion cleared within two weeks. 


Case 8.—(July, 1957). The patient, a 26-year-old 2 
man, complained of an eruption of two to three | 
weeks’ duration. He had erythematous plaques and ves 
discrete papules on the volar aspects of the fore- f; 


arms, and on the medial and lateral aspects of the 


ankles. He stated that he mixed CD2, pouring 
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He wore rubber gloves and a protective 
waterproof gown. The irritation usually started 
two to three hours after work, was very intense, 
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bag ie into weighing ails and: then abt the 
Si mixture into solution. He had worked with the 
` agent since the previous May. 

a He was treated with Grenz rays, dimethicone 
= (Silicote) spray, and iodochlorhydroxyquin cream 
, AD with 1% hydrocortisone. The lesions disappeared 
~ after ten weeks of therapy. 

= Case 9.—(July, 1957). The patient, a 40-year- 
= old man, had marked erythema of the medial as- 
<. pects of both forearms, and of the posterior 
cervical region, with many violaceous flat-topped 
papules. There were discrete excoriations on the 
lateral aspects of each leg, and discrete excoriated 
- violaceous plaques about the ankles. For the past 
= six months, the patient had been employed mixing 
= chemicals, making CD2 and other compounds, which 
„Splashed onto his arms, neck, body, and legs. He 
~ stated that the eruptions had started five months 
previously. There were heavy fumes in the room 
= $ in which he worked. 


j E The patient was treated with Grenz rays and 

a Vioform cream with 1% hydrocortisone. He was 

< told to apply dimethicone spray before working. 
ey The rash cleared by the end of eight weeks. 


a oa -= Case 10.—(November, 1957). The patient, a 
_ $l-year-old man, first noticed a skin eruption one 
oe year previously. He stated that the rash cleared 
~ almost completely when he was not in contact with 
È the film-processing chemicals. A machinist, he 
por- repaired and maintained the spools on which film 
S y was transported. He worked in the developing 
n tanks, and came in contact with the solution. 
_. Physical examination disclosed violaceous plaques 
of the dorsum of the distal third of the left fore- 
arm, with scattered plaques on the dorsum of the 
= right forearm. A patch test to the developing 
solution produced an erythematous eczematous 
= reaction in 48 hours. Grenz ray therapy was ad- 
~ ministered to the lesions. In addition, the patient 
c Bi). was instructed to apply iodochlorhydroxyquin 
-cream with 1% hydrocortisone, and to use dimethi- 
E = cone spray before working. The skin eruption 
_ disappeared almost completely within one month. 
~ Case 11—(August, 1958). This patient, a 56- 
= year-old man, had first noticed itching and reddening 
~ of the hands three weeks previously. Examination 
=< revealed erythema and edema of the webs, and 
- desquamation and maceration of two or three 
_ fingers on each hand. He stated that he cleaned 
_ the flowtubes through which the chemicals pass 
_ from the mixing room to the developing tanks. For 
- three years, he had cleaned them four or five times 
s a day barehanded. 
= He was treated with Grenz rays and topical 
~ corticosteroids. The lesions disappeared in five 
months. 


E A patch test on this patient with 2% paraphen- 
o ylenediamine was positive. 

Ber., 
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Discussion i a 


Nine of the eleven patients dai de- p 
veloped lichen-planus-like lesions. The other 
two (Cases 1 and 11) showed typical con- 
tact dermatitis. Despite the fact that the is 
lesions had the clinical appearance of lichen 
planus, they were far more amenable to 
therapy than patients with the idiopathic 
form of the disease. 


CD2 acts as an allergen rather than as $ 
a primary irritant. Irritation was not noted 
on first contact with the agent and, in this 
series of patients, from one month to three _ 
years elapsed between the time of initial 






ae 
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contact and the development of skin lesions. a 
Patch tests to the developer gave eczema- 
tous rather than lichenoid reactions, how- 
ever. a | 


The presence of lesions in the axillae in 
one patient (Case 4) and on the glans penis 
of another (Case 5), although these may ays, 
have resulted from direct contact, raises ` 
the question of whether or not the agent can 
produce toxic skin eruptions by inhalation 
or absorption as well as by direct contact. 


A patient sensitive to CD2 is probably 
sensitive to the other agents of this type. 
One patient (Case 11) has been shown to 
have a positive reaction on patch test to 
2% paraphenylenediamine. These aromatic 
amines are used in fur dyes and in the © 
processing of rubber, as well as for a vari- 
ety of other commercial purposes. It is sug- _ a 
gested that preemployment medical history — as 
of prospective employees for work in film 
processing plants include inquiries concern- | he 
ing allergic reactions to this group of Subs i 
stances. Patch tests to p-phenylenediamine © Mg 
might also be considered as part of the pre- — 
employment medical examination. . 


SANA 


Summary 


The development of skin eruptions in 
eleven patients following contact with a _ 
new color-film developing agent, CD2, is 
described. In nine of the eleven patients, 
the lesions were lichen-planus-like in ap- 
pearance. Suggestions are made for the — , 
preemployment screening of prospective 
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j In perfisming punch biopsies on the 
pe: skin, two objectives should be kept in mind: 
a (1) to obtain a specimen of skin for the 
a we dermatohistopathologist satisfactory for his- 
F - tologic study, and (2) to achieve a cosmetic- 
ally acceptable scar for the patient. Small 
: eke - biopsy wounds (4 mm. or less in diameter ) 
is usually do not present difficulties in this 
ae latter respect, but larger punch biopsies 
create problems with which most practic- 
i9 _ ing dermatologists are painfully familiar. In 
order to create as small a defect as possible, 
it is usually necessary to resort to suturing 
in an attempt to create a linear scar repre- 
- senting the optimum in cosmetic desirability. 
Sia = However, this procedure has one inherent 
a - drawback: When the edges of a circular de- 
fect are brought together, the distal portions 
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a * of the wound splay out and pucker up in a 
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-I i nipple-like fashion. This fact frequently 
a forces the dermatologist to resort to excision 
A ws. - biopsy, which is much more time-consuming 


a Submitted for publication July 7, 1959. 
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j an Simple Method to Mintimize Scarring Following 


' Hi ry 4 


Large Punch Biopsies 


S HENRY J. WHYTE, M.B., Ch.B., B.Med.Sc., and HAROLD O. PERRY, M.D., Rochester, Minn. ; a. 





and expensive. Healing leaves a scar in © 
which the middle third approaches linearity, — a 
while the outer thirds are wider and slightly 
elevated. The insertion of distal sutures does 594 
little to remedy this. One method recom- "a 
mended for dealing with this problem is — 
to snip off these marginal nipples with scis- 
sors before suturing. In our experience, 
however, this procedure has not been par- 
ticularly effective, since the margins created | 
are irregular and wider than are desirable. 
For some time past we have been achieving 
satisfactory results by the use of a method 
in which the lines of natural skin tension, 
first described by Langer,! are utilized to 
create an elliptical, rather than a circular, | 
defect, which is readily amenable to suture. 
It is this method that we wish to describe. 
cae) 

General Concept | 

As an analogy, it may be simplest to $ 
visualize a piece of elastic material perma- 
nently fixed on all sides, with greater ten- 
sion in one linear direction. An additional, — | z 
and removable, stretching farce is applied 
perpendicular to the line-of greater tension, Kak 
and a circular defect is punched from the it 
center of the material. The additional  ~ 
stretching force is removed, and the defect : 


a. are LP 


Fig. 1— (a) Granuloma 
pyogenicum on the left 
anterolateral chest of a . < 
29-year-old white woman. 

(b) Dotted circle indi- 
cates relative size of 3N 


8-mm. punch. T E. 
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METHOD FOR PUNCH BIOPSIES 
N see 43 s 

3 aie 2—(a) Digital 
traction is applied (ar- 
Aye rows) perpendicular to 
e the lines of greater 
_ skin tension (interrupted 
= lines), on either side of 
Pe the biopsy site (dotted 
Sa circle). (b) Release of 
added lateral digital ten- 

ae a ~~ sion after punch biopsy 


ae 


y permits normal skin ten- 

Bis sion to deform the cir- 

pa cular defect into an 

Be -easily-sutured ellipse. 

a i da 

be 

ae Ea hich previously was circular becomes ellip- 
EnA tical, owing to deformation by the lines of 
Aa preexisting greater tension. This simple 
a principle is applied to skin, which has me- 
Bo chanical characteristics identical to the 
aa _aforementioned piece of elastic material. 
Bre ~ Method.—The lines of maximal tension 


are ascertained, or remembered, for the 
~ region from which the specimen for biopsy 
is to be taken. Figure 1 shows a benign 
skin lesion (granuloma pyogenicum) on the 
left anterolateral chest of a 29-year-old 
‘Ad woman. Lateral stretch is applied digitally, 
away from, and on either side of the lesion, 
X -perpendicular to Langer’s lines ; the result- 
ant distortion is shown in Figure 2 a. The 
ies aN erei is most conveniently applied with 
the thumb and forefinger of the free hand. 
-Tension is maintained while the lesion is 


-punched out, in this case with an 8-mm. 


-~ punch, after which tension is removed. Im- 
e mediately, the previously circular defect be- 
-comes elliptical (Fig. 2 b), and the edges 
Eg are approximated by two or three sutures 
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| Fig. 3—(a) Three vertical mattress sutures in 
_ place after biopsy with 8-mm. punch, modified as 
described in text. Note absence of “puckering” of 
- wound margins. (b) Residual scar 3 months after 
original biopsy ion size). 
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(Fig. 3 a). The number of sutures is dee 
termined by the size of the defect, the site SA 
of the wound, and the stress to which it will © K 


be subjected. — ! ax x 
Comment : ees A 4. 
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In principle, the method described is sim- ~ 


. . . Na ar 
ply an. artificial accentuation of the phenom- = 


enon originally described by Langer,! who vA 
performed multiple punctures with a round ~ $ 
awl on the skin of cadavers. He noted that ee ) 
the defect so formed was not circular, but 
that it was a longitudinal slit. Normal skin — 
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ox 
tension, however, is insufficient to deform =~ 
larger defects in this fashion; therefore we 
resort to lateral stretching to increase, tem- Ba. 
~ 


porarily, longitudinal tension. After the 
specimen is removed, release of the added 
tension results in the formation of the de- ae 
sired elliptical defect. In our experience, — a 
suture of this wound is possible without ea 
puckering. The immediate result is a con- , 
siderable saving of time (had excision = 
necessary), and the end-result, a cosmetic- S 


ally acceptable scar (Fig. 3 b). ae 








vie 


In his recent review on technic of skin 
biopsy, Caro ° stressed that excision biopsies 
should be elliptical, with the long axis “in 
one of the wrinkle lines.” The modified 


Ce 
S 
punch biopsy method we have described pro- ae 


5 
Cu 


duces the desired elliptical defect, with the — 
long axis in Langer’s lines. The simplicity | ane 
of this technic is such that we feel sure that ae A 
many practicing dermatologists have been qH i 
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_ The Effect of Dietary Fat in idiopathic Hyperlipemia 
K with Xanthomatosis 


k 
Roen 


Es ~ FREDERICK A. J. KINGERY, M.D.; PAUL R. WINDER, 


es? 


VE ARTHUR C. CURTIS, M.D., Ann Arbor, Mich. 
=- Considerable attention has recently been 
a: -given to the effect of various dietary fats 
be ‘on the serum lipid content of man and 
: 3 "experimental animals. Normal individuals, 
he as well as patients with coronary artery 
i disease, hypercholesteremia, hyperlipemia, 
= and diabetes mellitus have been studied. 
A _ Ahrens and co-workers * have fed diets con- 
= s taining oils varying in degrees of unsatura- 
opon to patients who were studied for periods 
BE of from four to six months while they were 
ESR in a metabolic ward. These studies have 
aoe demonstrated a remarkable correlation be- 
ee tween the iodine number of the dietary fat 
sate ingested and the change noted in serum 
| ee serol and phospholipid content. Saf- 
flower oil (Iodine number, 137-145) was 

¥ ss the most effective of the vegetable oils in 
causing a change. Bronte-Stewart et al? 
have shown similar results with normal in- 
dividuals whose serum cholesterol levels 
were artificially elevated by ingestion of an 
egg diet. Keys et al.* have emphasized the 
importance of the ratio of saturated to un- 
£ < saturated fat in the diet; the saturated fats 
H: have about twice the effect on the serum 
ae a cholesterol content as do the polyunsaturated 
~ fats, the former raise the level and the lat- 
Be ter lower it. In a previous report* we 
by: showed a considerable serum-lipid lowering 
effect by the oral administration of large 
amount of a purified soybean oil (Iodine 
ip -number 138) in two patients with idiopathic 
i hyperlipemia who were treated on an out- 


ee basis. 
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Although experimental data of this Spa ca 


are common in the literature, we have had © 
considerable difficulty in reproducing these 
results. 


the accepted therapeutic approach to pa- 


tients with idiopathic hyperlipemia, was not 
completely successful. Daily addition of 17 — 


gm. to 35 gm. of various unsaturated fats 
to the normal diet produced no significant 


change in serum lipid content, although 


Meltzer et al have been able to reduce 


cholesterol values in postinfarction individ- _ 


uals by this process. Furthermore, when 
the administration of large amounts of un- 


saturated fat (66 gm.) in conjunction with | 
reduced intake of other dietary fat also — 


produced inconsistent results, we undertook 
a controlled metabolic study of one of these 


patients. The purpose of this experiment | 
was to study the changes in serum lipids — 
which occur during the feeding of diets 
containing different amounts of unsaturated — 
fat to a patient with idiopathic hyperlipemia. _ 


Plan of Study and Methods 


History of patient.—The patient was a 34-year- 


old white man with idiopathic hyperlipemia and — 
The diagnosis was es- 


cutaneous xanthomatosis. 
tablished by eliminating all other conditions capable 
of producing a secondary hyperlipemia. For three 
months prior to admission he had been on no spe- 


cific therapeutic regimen except for a diet which f 
contained about 40 gm. of fat per day. Since he — 
was an outpatient we do not know how well he | 
followed this regimen. Serum lipid values two — 
total — 
lipids, 1,629 mg. %; total cholesterol, 562 mg. %; — 
phospholipids, 395 mg. %; triglycerides, 672 mg. %. 


weeks before admission were as follows: 


Diets——Four dietary regimens were used through- 
out the 39 days of study in which the patient 


remained in the hospital. Diet I, fed for nine days, — 
75/523 


Instructing the patients to lower — ag 
their intakes of calories and fat, which is _ 


en 
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~ simulated the normal “ad libitum” hospital diet, 
Pe -~ except that the Caloric value and fat content were 
kept constant from day to day. Total daily Calories 
/~ averaged 2,129 and were comprised of 75 gm. 
ij E ~ protein, 91 gm. fat, and 252 gm. carbohydrate. 
o The amount of unsaturated fat in this diet was 
R calculated to be 24.3% of the total fat ingested. 
on a Diet II, fed for eleven days, contained 2,116 
Ee, = Calories and was comprised of 42 gm. protein, 
pee 106 gm. fat, and 249 gm. carbohydrate. The main 
= sources of the dietary fat were 150 cc. of a saf- 


= — flower oil emulsion (Arcofac,* Iodine number, 
© 137-145, equivalent to 87 gm, of fat as linoleic 
~ acid) and 20 gm. of animal fat. Pyridoxine, 19 
> mg, is included in this preparation since it has 
been shown to be necessary for conversion of 
linoleic acid to arachidonic acid by the liver. The 
amount of unsaturated fat in this diet was cal- 
culated to be 80% of the total fat ingested. 
Ro Diet III, fed for nine days, was essentially the 
-~ same as Diet I. Total daily Calories averaged 
2,172 and were comprised of 72 gm. protein, 88 gm. 
fat, and 273 gm. carbohydrate. 

Diet IV, fed for eleven days, was similar to 
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vr 
hin > - Diet II except that cocoanut oil (Iodine number, 
BS 9) was used instead of the safflower oil. Total 
^ daily Calories averaged 2,490 and were comprised 
X's a of 45 gm. protein, 104 gm. fat, and 344 gm. carbo- 


ae hydrate. This diet contained essentially no un- 





saturated fat. 
> The subject maintained weight while on these 
.. dietary regimens. 
Ae be = Methods.—Fasting serum samples were obtained 
- from the patient at intervals before, during, and 
Rit at the end of each diet period. Total lipids were 
=~ —— determined by the method of Bragdon,® total cho- 
SA $ lesterol by the Abel method,” and phospholipids by 
© the Fiske-Subbarrow method Neutral fat was 
d Ee * Supplied by Dr. J. A. Hubata, Armour Labo- 
Ra ratories, Kankakee, III. 
en 
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alaisi by subtracting the values for total SENE 
lesterol and phospholipids from the value for total 
lipid. a iat 
Free moving boundary electrophoresis was car- È 
ried out in veronal buffer, at pH 8.6 and ionic At 
strength 0.lu, according to the procedure described 
by Tiselius.” Serum proteins were quantitated by at 
the method of Tiselius and Kabat.® Paper strip _ 
electrophoresis was performed essentially as des... s 
using 
Durrum type cells (Spinco Model R). Electro- — E 
phoretic determinations were made at room tem- Ms 
perature for 16 hours on Schleicher and Schuell — Re 
(2043A) filter paper strips saturated with 0.075 gr 
M barbital buffer (pH 8.6) using a constant 
current of 2.5 ma. for each cell of 8 strips. Oe, Aa 
parallel strips protein was visualized on the paper _ py 
by staining with Amidoschwarz 10 B,” tipai 8 
by staining with oil red O™ and glycoprotein by — k 
the periodic-acid-Schiff reaction as described by — a 


ay 


Shetlar.* k ee 


> Ae | 


: dy d 
Results EGS 


Total Lipids —Figure 1 shows the serum Sa 
total lipid content as it was affected by the z 
ingestion of different amounts of unsatu- 
rated fat. Ingestion of Diet II, in which- 

80% of the total fat content was unsaturated, 
caused a sharp and significant drop in total 
serum lipids from 1,360 mg. % to 1,035 
mg. % over the 11-day period. As soon ~ 
as the patient was given Diets III and IV, 
which were either low in or devoid of un- — 
saturated fat, total lipid content returned 
to its previous high level and eventually 
surpassed it. z 
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Fig. 2—Effect of unsaturated fat ingestion on` SA 


the total cholesterol (solid line) and total phospho- 
lipid (broken line) content of serum from a patient oe 
with idiopathic hyperlipemia: Diets I and III, — 
25% of total fat intake unsaturated; Diet II, 80% 
of total fat intake unsaturated; Diet IV, 0% OR. 


total fat intake unsaturated. 
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pase "Rotel Cholesterol and Total Pith. 
i lipids — (Fig. 2). Ingestion of Diet II, 
containing the polyunsaturated fat, caused 
he a reduction in both the total cholesterol and 
$ ee total phospholipid content of the serum. The 
_ cholesterol fell from a high of 453 mg. '% 
pas ad during Diet I, to a low of 248 mg. % at the 
can end of the 11 days of Diet II. This latter 
-< value is normal for a man of this age. 
A -Changes in phospholipid content paralleled 
SY tes - those of cholesterol content. Both compo- 
nents returned to their initial high levels 
ake ` when the patient was given Diets II and IV. 
! Neutral Fat.—The high polyunsaturated 
fat content of Diet II had essentially no 
lowering effect on the serum neutral fat 
~ content during the 11 days it was ingested 
2 (Fig. 3). This was not the case in our 
Kas "previous report * using another preparation. 
ee Ahrens et al.! also noted reductions in all 
ae lipid fractions following administration of 
NEU -safflower and other unsaturated oils. In 
oe these two studies, however, the diets were 
_ fed for longer periods than in this present 
- study. When the patient was given Diets 
III and IV, which were low in percentage 
content of unsaturated fats, the serum neu- 
tral fat content was increased over its initial 
value of approximately 600 mg. %. 
Free Moving Boundary Electrophoresis. 
In general, the same qualitative abnormal- 
ities previously described for serum proteins 
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z | Fig. 3—Effect of unsaturated fat ingestion on 
the neutral fat content of serum from a patient 
_ with idiopathic hyperlipemia : Diets I and III, 25% 
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of total fat intake unsaturated; Diet II, 80% of 
total fat intake unsaturated; Diet IV, 0% of 
total fat intake unsaturated. 
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(elevated as- and £-globulin) were observed. a 
These abnormalities did not change due 2 K: 
the entire experimental period except for A 
a moderate reduction in the high a2 and 
8-globulin peaks coincident with the fall in an 
serum lipid content when Diet II was in-  ~ 
gested. Quantitative analysis of such changes a: 
failed to show any significant differences. — a a: 
Because it is impossible to know, with this- E 7 
method, whether reductions of a particular aa 
fraction are due to proteins per se or to the 
lipid material bound to the protein, the sera a S 
were analyzed for protein distribution by i: i 
the paper electrophoresis technique. Pe 
Paper Electrophoresis.—Sera were anal- ~ 
yzed for protein, lipoprotein, and glycopro- — AIN 
tein. The distribution of the proteins both ~ 
qualitatively and quantitatively were within a 
normal limits throughout the entire experi- — ee 
ment. The £-lipoprotein fraction of the E 
sera, however, showed a definite decrease _ 
in content when the total lipid content was © 3 
markedly decreased. When total lipid con- E A 
tent was increased the 8-lipoprotein was o ox 
also increased. 


TO 


> 


<7 

Comment hy. a 
In general, these findings support — the - 

work of many others that substitution of ay 
significant quantities of polyunsaturated fat y o 
for dietary saturated fat is effective in low- — i 
ering the serum total lipid, phospholipid, — 
and cholesterol content in patients with ~ 

idiopathic hyperlipemia. Although reduced — 
protein intake may also cause a decrease in i A 
the cholesterol fraction of serum, marked 
reduction of protein intake during the in- — 


t 
e 


gestion of Diet IV (which contained a 
cocoanut oil) did not result in any such ~ 
decrease. Therefore, this dietary variation 
can be ruled out as the cause of the changes a ; 
in serum cholesterol content observed with e 
ingestion of Diet II and the safflower oil. © 
The serum neutral fat content during the 
ingestion of Diets I and II remained essen- 
tially the same. The 11 days in which the 4 i 
safflower oil was ingested was perhaps too — 
short a period to have an effect on the level _ 
of this lipid component. This fraction did 4 
show an increase which we are unable to- k 
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- placed by one containing lower amounts of 
unsaturated fat. 
Although the mechanisms by which these 
5 2 lipid changes occur are still obscure, i.e., 
fe whether this results from decreased syn- 
thesis, increased utilization, or increased 
BS Bary gee ts 
excretion, the practical implications are 
po A considerable. Since idiopathic hyperlipemia 
= iş not an innocuous medical curiosity, car- 
e tying an incidence of atherosclerosis and 
_ coronary artery disease of over 30%, it 
al et desirable to make every possible attempt 
a A to control the serum lipid abnormalities in 
such patients. The fact that this can be 
iN e socompliched experimentally by the dietary 
pre: substitution of polyunsaturated fat certainly 
"suggests that a practical approach is possible. 
a oi 
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-Summary 


1. A patient with idiopathic hyperlipemia 
E 2 was given diets varying in amounts of un- 
~ saturated fat and the changes in serum 
i _ lipid content were studied. 

= A safflower oil preparation which contains 
; A large amounts of unsaturated fat, when 
_ substituted for other dietary fat, brought 
Estou a marked reduction in serum total 
ae ~ lipid, phospholipid, and cholesterol content. 
- The serum neutral fat content was not 
“affected. 


The University of Michigan, 6558 Kresge Medi- 
BS “cal Research Building. 


4 à 
l 4 a 
La 
A ier t 


E 
Ka 








ae Ey 


“a 





Kry 
de 





y 

~ P IRS 
SA 
uA 


A ra 
man 


p ! REFERENCES 


‘ ny ‘1, Ahrens, E. H., Jr.; Insull, W., Jr.; Blom- 

strand, R.; Hirsch, 7: Tsaltas, T. T., and Peter- 

id 2 son, M. L.: Influence of Dietaty Fats on 
<  Serum-Lipid Levels in Man, Lancet 1:943-953 
e (May 11) 1957, 

2. Bronte-Stewart, B.; Antonis, A.; Eales, L. 
K K -and Rock, J. F.: Effects of Feeding Different Fats 
a on Serum Cholesterol Level, Lancet 1:521-527 
| eae 28) 1956. 


explain yeah ihe safflower oil diet was re- 


s VE k? Fii * sy "cat F 
at ies am, ey 2A Bs, r 
= ha 


MAS oa i eee 
M.A. A Ri Deve OF DERMATOLC Gye wA 





zd 
3. ken A.; Anderson, J. T., and Grande Eoen 
Serum- Cholesterol Response to Dietary Fat, Lan- 
cet 1:787 (April 13) 1957. a 
4. Everett, M. A.; Block, W. D.; Kingery, 
F. A. J., and eae A. C.: Effect of Unsatu- > 
rated Fat on Serum Lipids in Idiopathic Hyper- 
lipemia, Proc. Soc, Exper. Biol. & Med. 95 :500-502 — 
(July) 1957. Si 
5. Meltzer, L. E.; Bockman, A. A., and Berry- 
man, G. H.: A Midis of Lowering Blood Choles- 
terol Levels in Patients with Previous Myocardiat 
Infarction, Am. J.M. Sc. 236:595-602 (Nov.) 
1958, F 
6. Bragdon, J. H.: Colorimetric Determination R 
of Blood Lipides, J. Biol. Chem. 190:513-517 
(June) 1951. rate 
7. Abell, L. L.; Levy B. B.; Brodie, B. B., 
and Kendall, F. E: A Siwptified Meth d fo Roe es 
the Estimation of Total Cholesterol in Serum and ite 
Demonstration of its Specificity, J. Biol, ee t 
195 :357-366 (March) 1952, aus 
& Fiske, C. H., and’ Subbarrow, Ta. ‘The Cole, LA 
orimetric Determination of Phosphorus, J. Biol, ny 
Chem. 66:375-400 (Dec.) 1925, hee 
9. Tiselius, A.: A New Apparatus for Electro- ist 
phoretic Analysis of Colloidal Mixtures, Ts Fate: 
day Soc. 33:524, 1937. 
10. Tiselius, A., and Kabat, E. A.: An Blectshs 







i 


hon + , = 
dee Pc $3, 


TER t 

ty 

or ape ¢ 
er ne, 


phoretic Study K; Immune Sera and Purified Anti- a 
body Preparations, J. Exper. Med. 69: 119-131 - ae 
(Jan.) 1939, Aad 

11. Block, R. J.; Durrum, E, L., and Zweig, G.: o 
A Manual of Paper Chromatography and Paper — bs 
Electrophoresis, Ed. 2, Pt. 2, New York, Academic ope 


Press Inc., 1958. of 

12. Gassman W., and Hannig, K.: Ein quanti- 
tatives Verfahren zur Analyse der Serumproteine a 
durch Papierelektrophorese, Ztschr. Physiol. Chem. eke oh 
290:1-27, 1952. Cie 

13. Jencks, W. P., and Durrum, E. L.: Paper te 
Electrophoresis as a Quantitative Method: The 
Staining of Serum Lipoproteins, J. Clin. Invest. ’ 
34 :1437-1448 (Sept.) 1955, A 

14. Shetlar, M. R.; Cahill, C.; Stidworthy, Gy =% 
and Shetlar, C. L.: Comparisosi of Continuous $ is 
and Paper Strip Electrophoresis Techniques for 
Study of Serum Glycoproteins, Proc. Soc. Exper. a) Gy 
Biol. & Med, 93 :44-47 (Oct). 1956- 7a KERE 

15. Adlersberg, D.: Inborn Errors GF Li id 
Metabolism, A.M.A. Arch. Path. 60 481-492 
(Nov.) 1955. 







al 
hl 





es. gees `“ y A gn EE rg 
fetes SA : : sie: ape ee 
se ee > i > nn 
SS in Rf % 4: i a N 
ge EF. * ry 
ae sk Y i 
E A "aha ; + > 
as & p za : 4 ie 
fe e K it Pe ae +: ‘es 
Purpura Hyperglobulinemica La 
a 
= CAPT. GEORGE LIPKIN (MC), U.S. Army “a 
na ji ? SSA 
ir RY 
eats Introduction was found. For reasons to be deobe 

a" 


Bo. In 1943, Waldenstrom?® first described 
_ “purpura hyperglobulinemica.” 






Br The essential features of this syndrome 
_ included the presence of a recurrent purpu- 


; Baa ric eruption of the legs, chronic increase in 
bes 
ige 


ie _ sedimentation rate, mild normochromic ane- 
Be te _ mia, and a benign course. 


Since the initial report of this dysprotein- 
ae emic purpura, more than three dozen addi- 
ag _ tional cases of the primary or idiopathic 
ek 5p -type have been recorded. Recently Ham- 


brick? summarized the first twenty cases 


Ma 3 -and added one of his own. Another four- 
ea BE teen cases were reported by Wilson, Bol- 
__ inger, and Slinker.?? Other cases have been 
A recorded by Laurin et al.,!2 Rozengvaig et 
al., and Rogers and Welch. Thirty-two 
ai of the thirty-eight patients have been fe- 
male, and ages have ranged from 23 to 70. 

-~ The earliest age of onset was 21, and the 
S longest reported duration of the syndrome 
has been 20 years. x 


a Ny In the idiopathic group, findings have 
generally adhered to the original descrip- 
= tion, but with a few variations. Thus, al- 
iz though the eruption is most profuse and 


Jane on the lower extremities, a case 


hat ant a 
. 2 
ey 











i ae nae miaetitly have been within normal 
_ range, an instance of slightly decreased 
albumin and increased fibrinogen has been 
-noted.!® In the case reported by Kay and 
~ Robertson," a slight decrease of prothrom- 
| g bin, and a moderate decrease of Factor VII 


= Submitted for publication May 7, 1959. 
Present address : 34-02 149 Place, Flushing 54, 
N Y. 
From the Weniutstesy Service, U.S. Army 
Hospital, ak Poe Wood, Mo. 
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the serum y-globulin, elevated erythrocyte 


below, this finding may be of significance. _ 
The erythrocyte sedimentation rate has been » 
consistently high, with one exception.'* In- Ee 4 
three cases anemia has been absent. F 2 
despite the usual benignity of the syndromica 

one apparently typical case of purpura hy- A S 
perglobulinemica was recently reported 1° E 
in which a benign course of eleven years 
duration terminated in multiple- myeloma. : 


In addition to the primary type, a group - 
of secondary cases has been recognized, — 
with a wide variety of underlying systemic 
disorders, including Laennec’s cirrhosis, 
diabetes mellitus, pulmonary tuberculosis, 
sarcoidosis with Sjorgren’s syndrome, dis- aa 
seminate lupus erythematosus, polyarthritis, — 
chronic bronchitis, and cardiac disease. — 
These cases have also been summarized." 3 


In view of the wide variety of diseases _ 
associated with cases of the secondary iti. 
the possibility of a single cause for cases | 
of the so-called idiopathic type has been — 
questioned.’ However, neither the etiology 
of the syndrome nor the pathogenesis of the t oe i 
purpuric lesions has as yet been precisely 
defined, although many possible explana- 
tions have been offered. Waldenstrom?®! "i 
stated that some cases might be the result —~ 
of a chronic virus infection, with stimula- 
tion of the reticuloendothelial system to — A 
production of excessive amounts of glob- $ At 
ulin. In favor of this is the altered protein Ah 3 
pattern seen on electrophoresis, with its high vie 
broad y-peak, resembling that seen in cer- = 
tain viral infections, such as lymphogranu- 
loma venereum, but also occurring in = 
chronic hepatic disease and lupus erythema- > 
tosus. Waldenstrom also discussed the pos- . 
sibility that the abnormalities in globulin 
production might result in a deficiency of | 
some globulin fraction essential for capil- 
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~ lary endothelial integrity. Another proposal 
© was that certain globulins might have a 
=- toxic effect on capillary walls. Still others 
have hypothesized some variation of an al- 
= lergic mechanism. Lindeboom 1? believed 
= that an allergic reaction might produce 
= both mcereased y-globulin and purpura. 
EE Schmengler and Esser 17 suggested that the 

allergen first caused a change in y-globulin 
fe production, with a subsequent damaging 
> effect on capillaries. Fleischmajer et al.® 
*» postulated an immunoallergic mechanism, 
~~ involving the production of autoantibodies 
a of the hemagglutinin and hemolysin types. 
a x A modification of this theory to include 


the problem of purpura E S AE 
as well. In 1956 Henstell and Feinstein? - 
reported a case of macroglobulinemia, and SH 
another of cryoglobulinemia, in which they _ 
demonstrated the ability of euglobulin and = - 
cryoglobulin to combine with and precipitate 
prothrombin and an accessory factor (Fac- 
tor V) from plasma. The same authors ® 
later reported two more cases of macroglob- 
ulinemia, and one of a thrombohemorrhagic 
diathesis with myocardial infarction, in 
which euglobulin was able to combine with 
prothrombin and Factors V and VII. In | 
other studies they demonstrated the ability 


‘autoantibody components directed against 


the capillary wall was also proposed.* How- 
ever, evidence against an autoimmune mech- 
anism has been presented.® 


of euglobulin to complex with fibrinogen to 
form a cryoprecipitable complex, although 
neither protein alone possessed this prop- 
erty. They proposed a new type of clotting: 


ied Pathological data on tissue specimens has 
not provided a solution to the problem of 
ey F pathogenesis.®57.11.18 The principal find- 


defect characterized by the presence of 
globulins which have the ability to combine Ei 
with and precipitate prothrombin and acces- | y 


= ings have consisted of a perivasculitis of sory factors from the blood. This would 
a small or medium-sized vessels of the upper result in two changes, a reduced concentra- s 2 
ho; cutis, with infiltrates composed of both tion of precipitated clotting factors in the 


=- acute and chronic inflammatory cells, wan- 
=~ dering phagocytes, and, in a few cases, and localized concentrations of these fac- 
= plasma cells. Seiden and Wurzel?® specu- 


tors, causing thromboses. In another report, _ 
‘on late that the pathological changes may TeP Domz and Feigin? described a case of 


A = Ap Fr ee wceene ih j HENE re =, see rae Bute multe yeahs : 
- literation, and tissue necrosis, and consid- and. impending digital gang ey area ak aa 
Ss sponded dramatically to bishydroxycouma- — 5 


~ ered that the initial step in formation of pur- 
-~ pura might be damage to the walls of small rin (Dicumarol) therapy. They suggested — 
ae that local accumulation of thrombin must ` 


circulating blood, leading to hemorrhages, ne 





< blood vessels from stasis of blood of in- He 
© creased viscosity. He pointed out, however, have been necessary for the production Of NS, 
~ that no proof of in vivo spontaneous gellifi- thromboses in their particular case. In a — pe 
+ cation of blood in such patients has yet been Case of essential cryoglobulinemia with pur- a 
| demonstrated. The importance of stasis Pura, Firkin * demonstrated adsorption of — y 
© factors, increased viscosity of blood, and fibrinogen by the cryoglobulin, and sug- 3 i 
~~ rouleaux formation has been stressed.57 gested that precipitation of cryorlobubeis, | ee 
ee It is seen that all of the above theories With adsorbed fibrinogen led to vessel wall 
~~ suggest that the formation of purpura in- damage, which, in combination with a local — 
E volves mainly vascular factors, as opposed fibrinogen deficiency, caused hemorrhage. Sy 
3 S to hemostatic ones, with either toxic, nutri- When the opportunity to study a case of oE 
5 < tional, allergic, or mechanical reactions lead- purpura hyperglobulinemica occurred, it- A 
DE e ing to vessel wall damage. However, recent seemed worthwhile to determine whether, Re 
i EA work with other dysproteinemias has pro-- phenomena similar to those reported in the — ei 
ea duced evidence of an unusual type of clot- above-mentioned cases also were operative n 
Oe ting disturbance which may be applicable to in purpura hyperglobulinemica. ged 
3 A 80/528 Vol. 81, A bee | 1960 ne: 
K EE E 4 
a 2 SS SPS 2A RS ae a 






RPURA HYPERGLOBULINEMICA 


tie. Report of a Case 


-~ A 48-year-old white woman has been seen 
. since October, 1957, for a chronic, recurring, pig- 
mented eruption of the lower extremities, of eight 
years’ duration. The eruption begins with discrete, 
fe erythematous, 2 to 4 mm. sized papules, both 
$ grouped and scattered, and is accompanied by sen- 
~ sations of pruritus and burning, with occasional 
aching of muscles in the region. The papules last 
from several hours to one day, then fade and 
are replaced by bluish pigmented spots. The erup- 
_ tion is bilateral and symmetrical, with lesions tend- 
| ing to appear in sudden crops following prolonged 
standing, crossing of the knees, or other situations 
== of increased vascular stasis. Exacerbations are 
sometimes noted following ingestion of moderate 
- amounts of alcohol, but there is no relation to heat 
or cold. 
Past history includes a supracervical hyster- 
ectomy at age 38 for fibromyomata uteri. The 
~ patient has had three normal pregnancies, the last 
one at age 31. She has been in the habit of having 
about five drinks of bourbon whiskey a day for the 
"past year, and one or two a day for the pre- 
ceding twenty years. 
~; Physical Examination—Blood pressure 115/75, 
pulse 68 and regular, respiration 16 per minute. 
The patient is a thin woman. Except for a midline 
abdominal hysterectomy scar and a Grade 2 coarse 
aortic systolic murmur which is transmitted to the 
neck, the physical examination is essentially normal, 
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except for the cutaneous findings. The legs from 
the hips to the ankles are the site of a bilateral, 
roughly symmetrical eruption composed of numer- 
ous discrete and confluent, pinhead- to pea-sized, 
bluish and brownish pigmented macules (Figs. 1, 
2, and 3). A few scattered, 3 to 4 mm., soft, ery- 
thematous, only slightly elevated papular lesions are 
seen. The latter lesions are not present on every 
occasion. The soles of the feet and remainder of 
the body are spared. There is no lymphadenopathy. 

Laboratory Findings—Corrected erythrocyte sedi- 
mentation rate: 8, 34, and 44 mm/hour in March, 
October, and October, 1957, respectively. Hemo- 
globin: 12.3, 13.4, and 13.0 gm. % in March and 
October, 1957, and March, 1958, respectively. Blood 
indices in March, 1958: MCV 91 cu. a, MCH 29 
pug. MCHC 33%. These indices are normal. 
Platelet counts: 156,000 and 200,000 in October, 
1957. Total protein (salting-out procedure) in 


November, 1957: 9.65 gm. '%, albumin 5.65 gm. Zo, 


globulin 4. Analytic paper electrophoresis on three 
occasions revealed a diffusely increased y-globulin 
(Table 1, Fig. 4). Tests for cryoglobulins and 
cryofibrinogens were negative. The distilled water 
test for euglobulins was moderately positive. Ultra- 
centrifugal analysis * revealed a moderate increase 
in the proteins with sedimentation coefficients 


(S20W) of 6.6S. The macroglobulins (19S com- 


* Ultracentrifugal analysis was performed by 
Dr. John L. Fahey, National Cancer Institute, 
Bethesda, Md. 


legs, showing petechial, 
pigmented eruption. 
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Fig. dA Asalyiie paper PROT pattern, patient’s serum, August, 
diffuse increase in y-globulin fraction. 


ponents) were not increased (Table 2). BSP 2.6% 
retention in 45 minutes (normal up to 5% reten- 
tion). Urine urobilinogen negative. Cephalin cho- 
lesterol flocculation 2+ in 24 hours, 2++ in 48 hours 
(normal up to 1+-). Thymol turbidity 5.4 Macla- 


gen units (normal up to 4 units). Alkaline phos- 


phatase 5.0 Bodansky units (normal 1.5-4). Serum 
bilirubin 0.3 mg. % (normal up to 0.8), direct 
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could be precipitated by 1:10 dilution of plasma 


or serum in distilled water. The euglobulin con- 
stituted 4%-5% of the total plasma protein, and, 
on electrophoresis, traveled in the globulin frac- 
tion. Using methods which have been described in 
detail elsewhere,® the activities of prothrombin, 
Factor V (accelerin), its inactive precursor (pro- 
accelerin), and Factor VII (convertin) were 
measured in one-day-old plasma and serum before 


TABLE 1.—Results of Serum Electrophoresis 


0.1, indirect 0.2. Icterus Index normal. Total 
Total Protein Albumin 
Normal mean (gm. %) 7.1 4.8 
18.D.: 0.6 0.5 
Subject: 
Dec. 57 10.1 3.1 
Mar. ’58 7.8 3.2 
Aug. ’58 7.4 3.9 
cholesterol 234 mg. %, esters 161 mg. %. Pro- 
thrombin time 100% of normal control. Capillary 


fragility test negative. Bleeding time and clotting 
time normal. Two LE preps negative. Bence 


_ Jones protein absent from the urine. Fasting blood 
sugar and blood urea nitrogen normal. Serological 


test for syphilis negative. Direct and indirect 
Coomb’s tests negative. Fibrinogen titer 1:64 
(normal). Prothrombin Consumption Test normal. 
Factor V determination normal. Sternal bone mar- 
row examination normal except for slight lymphoid 
hyperplasia. X-ray examination of the chest, skull, 
lumbosacral spine, femora, and humeri were all 
normal except for mild calcification of the ab- 
dominal aorta. 

Special Coagulation Studies}+—The patient’s 
plasma was found to tontain a euglobulin which 


+ The special coagulation studies were performed 
by Dr. Henry H. Henstell, Institute for Medical 


. Research, Cedars of Lebanon Hospital, Los Ange- 


les, Calif, 
82/530 


a; a: B Y 
0.2 0.6 0.5 1.0 
0.04 0.08 0.08 0.2 
0.7 1.4 1.6 3.3 
0.5 0.9 0.7 2.5 
0.2 0.5 0.6 2.3 


and after precipitation of the euglobulin. They 
were also measured in the separated, reconstituted 
euglobulin itself. Results are shown in Table 3. 
The low values for accelerin and proaccelerin 
in whole plasma and serum are probably due to 
deterioration during shipment, as these factors are 
labile; an earlier test on fresh plasma had shown 
a normal level of accelerin. In both serum and 


plasma the sum of the Factor V in the euglobulin-— 


TABLE 2.—Results of Ultracentrifuge Analysis 





Components 
A G M 
(4.08) (6.68) (198) 
Normal serum ' 
% of total protein 83.7 12.9 3.3 
18.D. 2.6 2.5 0.5 
Patient’s serum 
% of total protein 75.5 21.0 3.5 
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ers A 


% Accelerin 


A. Whole plasma 27 
B. Euglobulin-free plasma 22 
C. Euglobulin sol. 32 
ke Sum of B and C 54 
A. Whole serum 57 
B. Euglobulin-free serum 35 
C. Euglobulin sol. 31 
Sum of B and C 66 
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bas a TABLE 3.—Results of Special Coagulation Studies 








% Proaccelerin © Prothrombin % Convertin 
423 98 123 
468 102 109 
1008 3 23 
1476 105 132 
563 none 76 
1225 none 96 
609 none 18 
1834 none 114 





Normal values: Accelerin, 70 %-110 %; proaccelerin, 1500 %-2500 %; convertin, 80 %-120 % 


free sample plus the separated euglobulin was 
greater than that measurable in the initial whole 
sample. Figuratively speaking, the whole was less 
than the sum of its parts. This suggests in vivo 
complexing of accelerin with the euglobulin. Sim- 
ilar results are seen for the proaccelerin. Prothrom- 
bin did not complex with euglobulin, while Factor 
VII participated slightly, but not conclusively. In 
addition, the marked increase in proaccelerin in 
euglobulin-free serum suggested that euglobulin 
_ may have inhibited the proaccelerin in vivo. 

-  Histopathological Findings (Fig. 5-8).—Biopsy of 
an erythematous papule on the thigh (read by Dr. 
James B. White) : The skin is covered by a some- 
what atrophic stratified squamous epithelium. The 
rete pegs are diminished in number and size. There 
is partial loss of differentiation and stratification 
in a few portions. The external surface is covered 
by a normal stratum corneum. In the underlying 
dermal tissues the major abnormality is seen. There 


Fig. 5.—Biopsy of erythematous papule 
_on thigh, showing focal inflammatory in- 
- filtrate in dermis. Hematoxylin and eosin, 
low-power magnification. 


are noted many large focal infiltrates of inflam- 
matory cells, consisting predominantly of poly- 
morphonuclear neutrophilic leukocytes and eosino- 
phils, which are more noticeable in perivascular 
and periadnexal areas. In addition, associated with 


the acute infiltrate are large numbers of lympho- 
cytes and tissue macrophages. The vascularity of. ~ 
the dermis shows no significant alteration, and no ~ 


hemosiderin deposition is noted. Diagnosis: Sub- 
acute and chronic dermatitis, etiology not apparent. 
Biopsy of a pigmented macule on the leg: The 
skin is covered by a normal stratum corneum. The 
underlying epidermis shows no significant abnor- 
mality. In the superficial dermis there is noted 
prominent edema manifested by widening of the 
collagen band. A few of the collagen fibers appear 
slightly degenerated, are thickened and smudged. 
Increased numbers of fibroblasts are present. In 
addition, increased numbers of histiocytes are 
noted in periadnexal and perivascular areas. No 
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Fig. 6—Same as Fig- 
| ure 5, high-power magni- 
fication, showing acute 
and chronic inflammatory 
cells surrounding blood 


vessels in dermis. 





hemosiderin pigment is seen. Iron stains are nega- Comment 


tive. : ak 
x Treatment has consisted of avoidance of situa- The patient exhibits all the features of 


f tions of prolonged or increased vascular stasis, PUTPUTa hyperglobulinemica except anemia, 
| and topical symptomatic relief of pruritus. making this the fourth case in which this 


Fig. 7—Biopsy from pigmented 
macule on leg. Hematoxylin and 
eosin, low-power magnification. 


Vol. 81, Apr., 1960 









ee ‘ey EA Bai a id : w: 
ht ANL- A ak ¥ i A en = a (| at PZ y Tu r PARN, ripe ; S EA g í 

A RA TÀ a ce FT ee te ae PRE TR S 

hie Re 


sl nme 
& tr PURPU 


t* y 
Ma 
oF 


RA HYPERGLOBULINEMICA 


f 


' . f 
h- ” 


Fig. 8—Same as Figure 7, high- . 


Us si power magnification, showing - “yal 
Sia edema of superficial dermis. ON 
A a 

a 


s 
{i 


row, urine, and x-ray findings exclude 
multiple myeloma. The clinical picture and= -| 
laboratory findings clearly differentiate this: S 
condition from the well-known triad of- = 


. exception has been reported. The absence 

of any discernible underlying systemic dis- 
- ease places this case in the idiopathic group. 
The significant laboratory findings include 





>the changes found in the serum proteins, 
©- with the diffuse increase in the y-globulin 


fraction previously described in this syn- 


drome. The minor increases in the 8- and 
a-globulins found on one occasion were not 
duplicated in two subsequent testings. The 
presence of other dysproteinemias is ruled 
out by the absence of cryoglobulins, cryo- 
fibrinogen and excessive amounts of macro- 
globulins. The history with regard to 
ingestion of alcohol led to evaluation of 
liver function, but no abnormalities were 
found, if one takes into account the likeli- 
hood that the elevations in thymol turbidity 
and cephalin flocculations are nonspecific re- 
flections of increased globulin levels. Normal 
platelet counts, bleeding time, and capillary 
fragility test rule out the group of thrombo- 
cytopenic purpuras, while normal bone mar- 
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chronic pigmented purpuric dermatoses of 
the legs which includes progressive pig- 
mentary dermatosis of Schamberg, purpuric 
pigmented lichenoid dermatitis of Gougerot 
and Blum, and purpura annularis telangiec- 
todes of Majocci. The histopathological 
findings are similar to those previously re- 
ported, consisting chiefly of a perivasculitis 
of small vessels of the upper dermis, with 
an infiltrate composed of both acute and 
chronic inflammatory cells. 

The coagulation studies demonstrated the 
presence of a euglobulin capable of remov- 
ing Factor V and its precursor from solu- 


tion upon precipitation. Evidence was also’ 


present that complexing of these factors 
occurs in vivo. This is one of the first cases 
of purpura hyperglobulinemica in which 
evidence of complexing of clotting factors 
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_ by abnormal globulins has been shown. In 
me. two other cases of this syndrome recently 
Ps me studied, similar results were obtained.'® 
= These findings support the view of those 
who believe that a basically similar type of 
“i clotting disturbance may underlie the for- 
== mation of purpura in a variety of dyspro- 
2- teinemias, since similar phenomena have 
a been observed previously, as mentioned ear- 
a = lier, in both cryo- and macroglobulinemic 


E purpuras. The role of stasis factors in pro- 
= moting purpura must still be explained; 
D -= whether its adjuvant effect is solely mechan- 
Eo ical in nature, or whether more subtle 


= effects, involving changes in local oxygen 
X saturation, pH, or accumulation of metabo- 
ret > . . . 

ae t lites, occur, remains to be determined. 


Summary 


2 
“Ey 
E - The characteristics of purpura hyper- 
_ globulinemica are described, and pertinent 
y references to the literature are cited. 
A hà Various theories concerning the patho- 
2 | mechanism of purpura formation in this 
Z yne rome are summarized. | 
EAS of purpura hyperglobulinemica is 
reported - in detail, and evidence presented 
et of complexing of certain clotting factors in 
“eV vivo by euglobulin. The relationship of this 
finding y to phenomena observed in other 
48 reprotein emias is described, and the pres- 
it case is offered as support for a recently 
~ proposed general theory of pathogenesis of 
a purpura in a variety of dysproteinemias. 
34-02 149 Place, Flushing 54, N.Y. 
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_ Treatment of Psoriasis with Subdermal Infiltration of | -A 
Triamcinolone Diacetate Suspension a i 
ARPAD G. GERARD, M.D., Woodbridge, N.J. E 


Intradermal injections with suspension with that of hydrocortisone. Also, the size 
of hydrocortisone acetate microcrystals have of the clearing was not different. It further 
been found! to have a uniform definite revealed that intradermal injections of tri- 
local inhibition of the inflammatory process amcinolone is not superior to hydrocorti- 
in psoriasis. The intradermal injection sone, and has little value in the treatment of 
cleared up a small area around the hydro- psoriasis. 











cortisone deposits—very few millimeters in Besides the human skin, the synovial fluid = 
diameter. After the disappearance of the of the inflamed knee joints in rheumatoid 
crystals from the skin the psoriasis invari- arthritis provided an opportunity to study w R 
ably recurred. The attempt to spread the the action of corticosteroids. k st 
deposit of crystalline material over wider It has been demonstrated by McEwen and TA 
areas was unsuccessful. i his coworkers that intra-articularly in- C 
The r emarkable effect resulting from the jected hydrocortisone, within a half-hour ` 
use of triamcinolone in psoriatic arthritis e aes injection 78%, and after 3 hours 97% E 
ar influenced me to St ee with this drug. of the material injected disappeared from x. A 
_Intradermal injections of a suspension Of ihe joint cavity. The appreciable amountiof ae 
triamcinolone diacetate microcrystals re- hydrocortisone in the contralateral unin- : me 
vealed that the ability to suppress the in- jected knee indicates that a large propor a 


flammation of psoriasis locally was identical 





of the injected hormone entered the circula- E 
Submitted for publication May 19, 1959, tion. Studies of the fate of hydrocortisone 
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Fig. 1. — Intra-articu- = S09 
larly injected hydrocorti- -7 
sone acetate microcrystals — ` 
in the rabbit’s knee. One «` 
week after the injection i 
the excised synovial mem- -4 
brane does not retain the Be: 
crystals. 4 4 
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Ya D Fig. 2. — Intra-articu- 
ae) larly injected colloidal 
= —— gold in the rabbit's knee. 
7 One week after the injec- 
ae ‘tion the numerous small 
~~ dots in the cells of the 
T. — excised synovial mem- 
-brame are the absorbed 
T and retained gold. 
FIN 
Ei. 
e. 
og 
By « ° . "T. . e o 
= (microcrystals) injected into the joint* 
= showed that after 2 hours only an insignifi- 
~ cant amount of microcrystals were retained 
- in the synovial cells. Nevertheless, the du- 

a ration of the local anti-inflammatory effect 

_ was from a few days to a number of weeks. 
ae Figure 1 shows the synovial membrane of 
a a rabbit’s knee, biopsied one week after two 


intra-articular injections of hydrocortisone 
~- -7 days apart. The synovia did not contain 
-= any microcrystals. Figure 2 shows the syn- 
ee ovial membrane of another rabbit where 


= colloidal gold was injected intra-articularly. 
Here the synovia cells demonstrate the ca- 
i W =~ pability of absorbing and retaining the gold. 
Be All these experiments give considerable 


a s evidence that hydrocortisone remains in the 
= synovial membrane only for a short time, 


© even though the synovial cells are capable 
io — to retain certain drugs for a considerably 
© longer time. Furthermore, observation with 
fex Bee . . . . . . . 

E. intra-articular hydrocortisone injections in 


= the rheumatoid arthritic joints showed that 
| when some corticosteroid, inadvertently, in- 


a. filtrated the synovial membrane, or if under 
ee certain circumstances a periarticular tissue 
: E- -infiltration was done, the anti-inflammatory 
‘ea effect in the joint was marked and similarly 
-© persistent. The biochemical analysis of the 
ac. 88/536 
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synovial fluid demonstrated its anti-inflam- — 
matory effects.® 


Results of these studies and cbeecvatiodsah 
suggest that the duration of the neneh | 
effect is not necessarily dependent on the 
continuous presence of the hormone, but 
rather on a higher concentration for a short 
period of time. 

Recent studies indicate that the initial 
affection of psoriasis is probably in the 
corium, and not in the epidermis, as previ- 
ously accepted and still thought to be by 
many authorities. The corium consists of D 
connective tissues similar to the synovial 
membranes of the joint. 


Considering these facts it appeared that 4 
locally active corticosteroids injected in the — 
upper layer of the loose subcutaneous tissue _ 


should show anti-inflammatory effect in 
cases of psoriasis. 


> 
7 


Way eee | 


A suspension of triamcinolone diacetate, 
25 mg. per cc., was used for this investiga- — 
tion. 0.75 cc. of this suspension was de- 
posited in the upper layer of the loose 
subcutaneous, subdermal tissue. In 5 to 7 
days the psoriasis cleared up. The effect of 
the steroid was limited only to the areas — 
so treated, but while intradermal injections _ 
of the same suspension with the same ` 
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IN PSORIASIS 


a, say 


amount cleared an area of 3-4 mm. in 


$ diameter, the subdermal injection cleared 


The size 


one of 12-18 mm. in diameter. 


2 Bseeescsponds to the size of the deposited 


_ Suspension’s pool. Except for an erythem- 
atous discoloration, the appearance of the 
skin was not different from normal skin, 
and still remains free of psoriasis as of this 
writing (over 4 months). 

Figure 3 is a punch biopsy (from the 
inguinal area) 9 days after a subdermal 


| injection with 0.75 cc. suspension contain- 


ing 25 mg. triamcinolone diacetate per cc. 
= Originally the lesion was chronic and re- 
sistant to other therapies. It was scaly, and 


_ upon removal of the scales tiny bleeding 


5 points appeared. At the time of the biopsy 


Ke 
ty 
pe 
syi 


h 
wi 


Fy 





sp riatic patient, 


a 


_ the clinical abnormalities of the lesion, 
excepting the erythema, regressed. The 
photomicrograph shows minimal residual 
_ inflammation, and minimal, if any, psoriasi- 
form features. 


In order to find whether the presence of 
Bea sdicinoione ; is the cause of this erythema, 
a similar injection into the skin of the pso- 
in an area free of lesion, 
effected mild redness in 3-4 hours, disap- 
pearing completely within 24 hours. An 
attempt was made to further decrease, or 






Fig. 3.—Skin biopsy 9 
days after subdermal in- 


lone diacetate in a chronic 
psoriatic lesion. It. shows _ 
minimal residual inflam- 
mation, and minimal, if 
any, psoriasiform fea- 
tures, 


avoid, if possible, the remaining erythema. 


Reduction of the dosage to 0.5 cc. and then n 
to 0.25 cc. of the suspension was accom- 


panied by the same beneficial result, but 
with less erythema. The suspension of 
triamcinolone diacetate, 5 mg. and 2.5 mg. 
per ec; 
psoriatic lesion. Erythematous discolora- 
tion, with 2.5 mg. triamcinolone diacetate 


per cc., was hardly noticeable. Finally, with 


a suspension containing only 1.25 mg. per 
cc. of triamcinolone, the lesion regressed in 
14 to 21 days; there was no visible ery- 
thema. 


For the treatment of a large plaque 0.5% 
procaine was used in order to avoid dis- 
comfort. 


I entered the needle into the middle of 


the plaque and infiltrated the whole area ` 


with procaine below the corium in the upper 
layer of the subcutaneous tissue. Without 
removing the needle, the syringe containing 
procaine was replaced with one containing 
2.5 mg. per cc. of triamcinolone suspension, 
and was infiltrated fanwise into the procaine 
pool. To assure even distribution of the 
drug, the area was lightly massaged. In 
less than 10 days the psoriatic skin cleared 
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respectively, similarly cleared the — 


filtration with triamcino- — ; l 
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-Ai = ‘up completely, with hardly noticeable ery- 
oN thema. 

All the lesions which were injected with 
- this technique, using different strength of 


RA 
. > 


a Re: suspension (from 25 mg. to 1.25 mg. per 
BS? ce.), disappeared, and stayed in remission 
i _ during the period of the present observation 
ai -= (over 4 months). 

R. A 2. Dee result with a combination of triam- 
~ cinolone and hyaluronidase was not differ- 
ae ent than that of triamcinolone alone. 

3 ae Subdermal infiltration with triamcinolone 
= — in psoriasis is a nonspecific therapy, and 


for this reason I presume the lesions will 
reappear at their original site. 

ae Results with subdermal infiltration of 
rr: hydrocortisone acetate suspension were par- 
Sa allel to those obtained with triamcinolone, 


> 


ae - but after 2 weeks, usually, the lesions start- 
a ed to reappear, and in one month the lesions 
BS = reached the pretreatment state of psoriasis. 
x ue In conclusion, the results indicate that 
$ aan _. triamcinolone administered subdermally is 


ge 


a valuable drug in the treatment of psoriasis. 
_- The practical management of small and 
4 4 large areas with the described technique 
= may replace the other measures we now 
= have at our disposal in the inadequately 
- controlled, chronic, and resistant cases of 
- psoriasis. 

The purpose of this communication was 
$ to report the experimental study in cases of 
` psoriasis only, and the striking results so 


or...” 

i achieved should interest us to do similar 
© =~ studies in other skin diseases. 

Vie 

a Summary and Conclusions 

(ted Subdermal infiltration of the psoriatic 


aa ies lesions in the upper layer of the loose sub- 


cutaneous tissue with a suspension of tri- 
Sag ‘amcinolone diacetate supressed locally the 
~~ clinical abnormalities of the lesions. The 
iS 
oa 
ee 
+ D 
1 se 
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skin tai to its normal appearance. Bs 
The response of the lesions was uniform. — 
The skin so treated remained in remission- 
during the period of the present observa- | 
tion (over 4 months). ae: 

The described technique may very well 
replace the other treatments of the uncon- 
trolled chronic cases of psoriasis. 


The suspension of triamcinolone (trade name, 
Aristocort) diacetate used in this study was sup- — 
plied by Cristopher H. Demos, M.D., of Lederle 


Laboratories, Pearl River, New York. we 
502 Rahway Avenue. a 
SF 

Addendum aa 


Since this paper was submitted for publi- 
cation, the period of observation extended _ 
from 4 to 11 months. The first lesion re- _ 
appeared six months following the injec- 
tion. At the end of 11 months of observation 
16% recurred and by repeating the injec- 
tions, all the lesions disappeared completely ya 
and did not reappear. EA 
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aN -  Melanoacanthoma: Its Relationship to Blocks Benign Non-Nevoid 


| MS ‘ Melanoepithelioma 
ius < WA 


-YUTAKA MISHIMA, M.D., and HERMANN PINKUS, M.D., Detroit 


a bee o -1927 Bloch 2 described benign non- 
5 aD- nevoid melanoepithelioma of the skin and 
Se ‘subdivided it into two types. Type I con- 
= sists of a mixture of basal cells, prickle 
iS cells, and highly dendritic melanocytes. 
c Type II is composed mainly of deeply 
ee _ pigmented small cells of basal type. 


ie Review of Literature 


_ referred to these tumors under a bewilder- 
_ ing, variety of names and offered contra- 
~ dictory interpretations of their nature and 
classification (Table 1). This confusion 

-~ can be traced to several factors in Bloch’s 

s ona publication. Bloch was one of the 

yi exponents of the thesis that nevus cells are 

rs ‘modified melanocytes, and that epidermal 

Re melanocytes are modified basal cells. There- 


Be Since Bloch’s time many authors have 
Zi 
K 


nee - fore, when he found pigmented epidermal 
bee tumors without the formation of nevus cells, 
ae he called them “non-nevoid” in distinction 


bad 3 


-from pigmented nevus cell tumors. He 


$ ee 
Be A Submitted for publication July 7, 1959, 
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made no distinction between lesions- con- a £ 
sisting of pigmented Malpighian cells with- 
out dendritic melanocytes (Type II) and. ~ 


others which contain a great profusion of | 
pathologically altered dendritic cells (Type — 


I). He also used the term “benign epitheli- 
oma” for a papillomatous superficial lesion, 
while the word “epithelioma” is associated 


in most minds with invasive malignant tu- 


mors, or at least with benign cystic epitheli- 
omas and basal-cell epitheliomas. 
himself expressed the opinion that his Type 
I was similar to Darier’s mixed epithelioma 
(baso-squamous carcinoma in American 
terminology), with the addition of dendritic 
melanoblasts to basal cells and prickle cells 
(Fig. 1, 2,3). His Type II, consisting main- 


ly of pigmented basal cells, then was easily — 


interpreted by later writers as a pigmented 


basal-cell epithelioma, while others correctly | jA 
interpreted it as a pigmented papilloma or 


pigmented seborrheic keratosis (Fig. 4). 


Tumors of Type I being fairly rare, many 
authors were concerned with Type II ex- 


clusively, or did not distinguish between 
the two types, which we will show to be 
of very different character. 


As publications of European and Amer- 
ican authors are easily accessible, we will 
restrict ourselves to reviewing the classifi- 
cations given by two Japanese writers, Ota 
and Kawamura. Ota! divided non-nevoid 
pigmented tumors into three groups: 
benign melanoepithelioma, 
ous, and (3) malignant melanoepithelioma. 
According to him, Bloch’s Type II tumor 
belongs to the first group, Type I to the 
second, and Caudiere’s symbiotically pig- 
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Tape 1—Nomenclature of the Benign Non-Nevoid Melanoepithelioma Bloch 





' ae a ea 


Schröp!l * 1928 Bloch I 

“ Becker ® 1932 Bloch I & II 
ae Eller & Anderson ‘ 1933 Bloch I & II 
fi Montgomery * ) Í Bloch I 
x Sachs, P.: 1935 + 
* Déorffel? | | Bloch II 
i Touraine * 1935 Bloch I & H 
. Peck?’ 1935 Bloch I & II 
; Lerner, ©.'* 1935 Bloch I & Il 
f Sachs, W.!? 1935 Bloch I & II 
Ms Miescher !* 1938 Bloch I & II 
a Otai: 1940 Bloch I 
ga Bloch II 

; Fox'* 1943 Bloch I & II 
$ Stewart & Bonser !° 1948 Bloch I & II 
é. Cipollaro '¢ 1948 Bloch I & Il 
bs 
bs Bloch I 
S Traub?’ 1950 
Ge Bloch II 
paz Kawamura ++: 1951 Bloch I & II 
a 1953 
É 1956 
x 1957 

ti Degos?? 1953 Bloch I & IL 
p Kamide=: 1954 Bloch 1 
fe Bloch II 
Re Lever + 1954 Bloch I & II 
bs > Sutton * 1956 Bloch I & I 
Ft Masson è‘ 1956 Bloch I & II 
3 Gans?’ 1957 Bloch I & II 


E 


B mented basal-cell and prickle-cell carcinomas 
fg j £ zA 

E to the third. Kawamura,!819:20.21 who ac- 
a cepted the neuroectodermal origin of mela- 
A nocytes and nevus cells, in 1951 divided the 
S melanomas into three groups: (1) nevus 
ia r 

$ 

E 





Ulcus rodens pigmentosum 

Verruca senilis 

Pigmented basal cell epithelioma 

Pigmented intraepidermal epithelioma 

Jadassohn 

Verruca senilis 

Epithéliomes pigmentés 

Reported as Bloch’s pigmented epithelioma undergoing 
malignant change 

Intraepidermal basal cell epithelioma Jadassohn 

Verrucous hyperkeratotie hyperplastic epithelial nevus 

Verruca senilis 

Melanoepithelioma precancerosum 

Melanoepithelioma benignum 

Pigmented papilloma 

Pigment-forming basal cell cancers 

Nevoid keratoses or intraepidermal epithelial nevi 

Pigmented intraepidermal epithelioma 

Jadassohn 

Pigmented intraepidermal nevus 

Classified under melanoepithelioma ota 


Epithéliome baso-cellulaire pigmenté 

Similar to keratosis senilis 

Similar to verruca senilis 

Pigmented basal cell epithelioma 

Pigmented basal cell epithelioma 

Verrues séborrhéiques particulièrement riches en melano- 
blastes et en mélanine (épithéliomas pigmentés) 

Pricancerosen 





cell nevus and its malignant form, nevo- 
carcinoma; (2) blue nevus and its malignant 
form, malignant mesenchymal melanoma, 
and (3) tumors with proliferation of 
melanocytes and Malpighian cells, including 


Fig. 1.— Melanoacan- 
thoma with hyperplasia 
of the numerous dendritic 
melanocytes. Dopa reac- 
tion. Reduced 23% from 
mag. X 135. 


MELANOACANTHOMA 


Fig. 2.— Melanoacan- 
thoma treated with Mas- 
sons ammoniated silver 
nitrate method for pre- 
melanin. Reduced 23% 
from mag. X 135. 





Fig. 4—Pigmented 
seborrheic keratosis show- 
ing changes identical with 
Bloch’s benign non-nevoid 
melanoepithelioma type II 
(basal cell type). The 
tumor consists mainly 
of pigmented immature 
keratinocytes. Hematoxy- 
lin and eosin. Reduced 
33% from mag. X 75. 


Mishima—Pinkus 





Fig. 3.— Melanoacan- 
thoma showing three 
components: basal cells, 
prickle cells, dendritic 
melanocytes. Orcein- 
Giemsa stain. Reduced 
39% from mag. X 30. 
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f Nature of the Epidermal Matinoeyte 


There is by now much evidence for the 
Saat neuroectodermal (neural crest) derivation 
the mammalian cutaneous melanocyte 
eS aR awles?8 Kawamura,®? and many 
= ners *°82). There is little support left for 


N [alpighian cell. The following discussion 
will be based on the concept that the epi- 
dermal melanocyte migrated in fetal life 
a to the skin and came to rest at the dermo- 
rmal junction (Zimmermann and 

m, 1955% and 1959%), The human 
epidermis, according to this concept, is com- 


x posed of two types of genealogically inde- 
ratz = ier i 





ya endent cells, which have very different 
ae biologic and biochemical properties, but 


fe. live in close association and influence each 
re other ( symbiosis, Pinkus *°). 

Panes 

ie PON Report of Cases 

ae “This presentation is based on thirteen 


A cases encountered among more than 400 pig- 
_ mented skin tumors (excluding nevus cell 
Ny _ tumors). All of them are characterized by 
; 2 wa great number of dendritic melanocytes 
a See Sig to proliferate together with Mal- 
| pighian cells (keratinocytes *) and are in 

Ý pertain respects different from normal mela- 
RS _ nocytes. These tumors are similar to, or 
crak identical with, Bloch’s Type I tumors and 
` are distinct from ordinary seborrheic kera- 


hae s. The cases are listed in Table 2. 






pie 
t 


Clinical Aspects 


sah | Age. —Melanoacanthoma is most fre- 
quently encountered in patients over the 


Pay -* The term keratinocyte was introduced recently 
by Pillsbury, Shelley and Kligman® as a designa- 
tion for all epidermal cells whose fate it is to 
mature into keratinized flakes. All the stages from 
~ the basal stem cell through prickle cells, granular 
eS _ cells to keratin cells, are covered by this useful 

term, which is more inclusive than “Malpighian 
_ cell. a ; 


A 7 Mi ishima—Pinkus 
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hie _ Ota. He called this whole third erode 


thesis that the melanocyte is a modified- 


age of 55; only two of the tumors occurred 
before this age. The average age of the 13 


patients was 64.5 years. 
Sex.—The incidence is almost equally 
divided between male and female. 
Duration.—Nearly all the tumors had — 
been present for two years or more. pri 


proximately half of them had been present : 
The average his- 


for ten years or longer. 
tory of our 13 cases was 9.8 years. 


Site.—Seven out of thirteen tumors were - 
situated on the head or face. The scalp i is 4 


characteristically involved. 

Clinical Diagnosis.—Impressions 
frequently mentioned are seborrheic kera- — 
tosis with beginning malignancy, pigmented — 
basal-cell epithelioma, malignant melanoma, 
and pigmented nevus. In several of our 
cases, relatively rapid growth over several 
weeks or months was mentioned in the his- 


tory. It is questionable whether this feature 
was but the reason that brought the patient 


to the physician, or whether it is responsible 
for some of the characteristic microscopic 
features. One illustrative case is the fol- 
lowing: 

Case 9-—The patient, a 62-year-old white man, 
had a “spot” on his head for twelve years. It sup- 
posedly started after trauma. He bruised his head 
one month before examination. Following this 
injury, the center of the lesion became raised. 
Located on the frontal part of the bald head, in 
the midline, there was an area approximately 10 
cm. in diameter, brownish, almost macular, with 
scalloped border and slight scale. 


The central 5 cm. were occupied by a rough, 
dry, warty, and almost black lesion, oval in out- 


line, rather sharply limited, except that there were 


smaller slightly warty papules in the peripheral 
zone. A clinical diagnosis of melanotic freckle or 
pigmented seborrheic keratosis was entertained, but 
the microscopic findings were different. 


Microscopic Findings 


The histologic changes in our 13 cases 
of melanoacanthoma are summarized in 


Table 3. The tumor is an epidermal one. — 
There are no nevus cells, and the changes 


in the corium are of secondary significance. 


The tumors consist of hyperplastic epider- 


mis and papillary connective tissue, in a 
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verrucous or papillomatous pattern. They | 4 3 


95/543 








i val 
reticularis of the corium, which is either un- it 


2 (15.4%) 
1 ( 7.7%) 


5 (38.5 %) 
5 (38.5 %) 


0 


Parakeratosis 
0 


Hyperkeratosis 
6 (46.2%) 
5 (38.5 %) 
~} ( 7.7%) 
1 ( 7.7%) 


4 (44.4%) 
2 (22.2%) 
3 (33.3 %) 


0 


Aggregates 
0 


Prickle-Cell 


Cysts 
10 (78.9 %) 
1 ( 7.7%) 
1 ( 7.7%) 
1 ( 7.7%) 


U 


Keratin 


Epithelial 
Thickness 
1 ( 7.7%) 
6 (46.2%) 
6 (46.2%) 


0 
0 


Infiltrate 


Inflammatory 


2 (15.4%) 
4 (30.8%) 
5 (38.5 %) 
1 ( 7.7%) 
1( 7.7%) 


0 


TABLE 3.—Microscopic Findings in 13 Cases of Melanoacanthoma 
Melanophages 


Dendritic 
Cells t 
2 (15.4%) 
5 (38.5 %) 
5 (38.5%) 


1 ( 7.7%) 


0 
0 


8 (61.5%) 
2 (15.4%) 
1 ( 7.7%) 
2 (15.4 %) 


Melanin + in 
Keratinocytes 


0 


+ 
+ 
Tr 
+++ 
Exceptional 


Degree * 


t Dendritic cells: — indicates not found by hematoxylin and eosin stain; +, very few by hematoxylin and eosin stain; +, readily found by hematoxylin and eosin stain; ++ and 


t Melanin: — indicates not found by hematoxylin and eosin stain; +, not particularly prominent; +, prominent, mainly in basal layer; ++, prominent, spread over whole area of 
+++, apparently proliferated. 


* Degree: —indicates below normal; +, normal amount; +, above average; ++ and +++, remarkably prominent. 
tumor; +++, tremendous deposit in entire tumor. 


are goa sad: FY diee the pars 
altered, or slightly compressed, but- never * , 

invaded. This fact can be ascertained by — : 
elastic fiber stains, which permit easy differ- > 
entiation of pars papillaris and reticularis 
of the corium (Dick #7). The keratinocytes 
of the tumors are present in two forms. 
Many are small and dark-staining, and re- — 4 
semble epidermal basal cells (immature 
keratinocytes). Others are large cells of $ 
prickle-cell character, and these tend to form | P 
aggregates with a tendency to central kera- JEN 
tinization (Fig. 5). rete 


hy. 


oe 
f 
2 
` 
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Keratinization on the surface of the tu- 3 
mors varies in degree. Parakeratosis often $ 
is present, but not pronounced. The kera- sa 
tinocytes contain relatively little or no mela- 
nin. Melanin is contained in large dendritic 
cells, which are present in profusion 
throughout the tumorous epithelium and | 


s; 


+ 


viN AN 


a 
oe 


i 


ani? 
Soe 


We 


exhibit mitotic activity (Fig. 6). They can 4 
be shown to be strongly dopa-positive- 5 WE 
(Fig. 7). Some macrophages containing _ i 


clumped melanin often are seen in the a 
stroma. Inflammatory infiltrate, mainly ie 


lymphocytes, also is present and may reach ‘a 
considerable proportions. Kei 
a 

n , š + t 

Comment and Differential Diagnosis un 
Neuroectodermal melanocytes and ecto- $ 
dermal Malpighian cells normally live in 38 


close association and biologic balance. They a 
act together to produce the specific proper- 
ties of the individual epidermis. When the 
epidermis is stained by routine methods, 
clear cells are found among the basal cells 
and prickle cells. While the clear cells of 
the basal layer are dopa positive, those in j 
the higher layers are not reactive under oat 
normal conditions. Billingham and Meda- — ie 
war *8 concluded that the high-level clear 
cells are identical with the aurophilic cells 
of Langerhans, and are an effete form of si 
the junctional clear cells or melanins a 
They supported Masson * in this respect, 
and denied that the Langerhans cells are 
part of the superficial nerve supply to se 
skin. 
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Recently Fan, Schoenfeld, and Hunter °° 
examined ear skin of guinea pigs which 
had been exposed to ultra-violet rays, x- 
rays, or small doses of thorium X. This 
skin was used for tyrosine and dopa reac- 
tions, and silver, gold, and methylene blue 
stains, and was compared with normal skin. 
Normal epidermis contained high-level clear 
cells which did not react with dopa and 
tyrosine, but were aurophilic and showed 
affinity for methylene blue. They did not 
contain melanin. After irradiation such 


Fig. 6—Mitotic divi- 
sion of a melanocyte in 
melanoacanthoma. Hema- 
toxylin and eosin. Re- 
duced 28% mag. 
x 1100. 


from 


Mishima—Pinkus 


Fig. 5.— Melanoacan- 
thoma showing focal 
maturation of the kera- 
tinocytes and numerous 
high-level dendritic clear 
cells. Hematoxylin and 
eosin. Reduced 8% from 
mag. X 135. 


aurophilic high-level clear cells were di- 
minished or disappeared, the junctional 
melanocytes became more deeply pigmented 
and more strongly dopa positive, and cells 
of similar character appeared also in the 
upper layers. Fan and his associates con- 
cluded that under normal conditions mela- 
nocytes spend their physiologically active 
life only at the junction, and are exfoliated 
as functionless aurophilic elements into the 
upper layers, where they are known as the 
cells of Langerhans. After stimulation, 
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Fig. 7 Melanoacan- 


thoma with extreme 


hyperplasia of melano- 
cytes. Dopa reaction. Re- 


duced 8% from 


mag. 
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functional melanocytes ascend into the 


higher layer, and the aurophilic forms tem- 
porarily disappear. These experiments 
corroborated similar conclusions reached by 
thorium-X-treated human 


skin, and extended the views of Masson, 


Staricco ?” with 
and of Billingham and Medawar. 


The tumors described here as melano- 
acanthomas exhibit a tremendous prolifera- 
tion of dendritic melanocytes in both the 
junctional and central and upper layers of 
the hyperplastic epidermis. This fact sets 
them apart from ordinary pigmented se- 
borrheic keratoses—pigmented papillomas 
(Fox), basal cell acanthomas (Lund 4#). 
In the latter, practically all of the melanin 
granules are present in the keratinocytes, 
and a very small number of weakly-dopa- 
positive melanocytes are present at the pap- 
illary, elongated, dermoepidermal junction. 

The melanocytes in melanoacanthoma are 
unusually large and richly dendritic. They 
resemble to some degree melanocytes found 
in inflamed Negro epidermis, in which 
transfer of melanin from melanocytes into 
keratinocytes is blocked. It has been held 


(Rappaport,** Staricco and Pinkus #7) that 
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this block is the reason for the expansion 
of the dendrites in inflamed skin. As mela- 
noacanthomas often show considerable in- 
flammation, it might be suggested that the 
configuration of the melanocytes in these 
tumors may be due to a similar block. This 
explanation, however, does not account for 
the objective increase in number of melano- 
cytes, or for their presence in the upper 
and central parts of the tumors. Besides, 
it can be shown that the size of these cells 
considerably exceeds that of normal den- 
dritic cells. 

Actual measurements (Table 4) showed 
average values of 23.44 for the long axis 
(L.A.) of the pericaryon, 9.44 for the short 
axis (S.A.), and an L.A./S.A. index of 
2.48. This compares with 9.54 L.A., 6.2 
SA and 1.53 L.A./S.A. for melanocytes 
of ordinary pigmented seborrheic keratoses. 
Average length of dendrites (D) is 57.8p 
and D/S.A. 6.05 for 


l8.lu and 2.93 respectively for pigmented 


melanoacanthoma. 


seborrheic keratosis. The volume of aver- 
age pericaryons of melanocytes in the two 
types of tumor is 2065.4 cu. » and 300.8 


cu. u respectively. 
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= Eas 4 as; easurements T M PREY in- 
Dopa Treated Sections 


Melano- Bloch II 

acan- Type 

thoma Tumor 
Long axis of pericaryon 21.74 8.0u 
Short axis of pericaryon 6.34 6.5 
Length of dendrites 46.84 17.74 
Long axis of pericaryon 27.8u ll.ly 
Short axis of pericaryon 9.9u 5.8u 
Length of dendrites 25.94 15.54 
Long axis of pericaryon 15.84 14.34 
Short axis of pericaryon 10.74 7.64 
Length of dendrites l.u 25.04 
Long axis of pericaryon 27.24 7.74 
Short axis of pericaryon 11.24 54u 
Length of dendrites 110.9% 16.54 
Long axis of pericaryon 24.2u 6.24 
Short axis of pericaryon 8.94 5.7 
Length of dendrites 40.30 15.84 
Long axis of pericaryon 23.344 9.45 
Short axis of pericaryon 9.41 u 6.18u 
Length of dendrites - 57.084 18.11 
S? (Long axis X Short axis) 219.5sq.4 58.4 Sq.u 
S= (S ?XShort axis) 2065.4 cu.u 360.8 cu. u 
Long axis/Short axis 2.5 1.5 
Dendrites/Short axis 6.1 2.9 





The dendritic cells of melanoacanthoma 


thus seem to fulfill all basic requirements of 
a tumor cell. They are present in absolutely 
= and relatively increased numbers, and ex- 


hibit mitotic activity. They occur in abnor- 
mal localization, not only at the dermo- 


3 epidermal 


junction, 


but 


within 


the 


epithelium, and they differ morphologically 


“Y 








and histochemically from the normal proto- 
type (Fig. 8). 
_ The keratinocytes, which are the other 
component of this mixed tumor, also differ 








common seborrheic keratosis, whether pig- 
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mented or nonpigmented. Most of the eelle 
in ordinary seborrheic keratoses are of a- E 
small immature type, resembling epidermal — 
basal cells (Basal-cell papilloma, Lever *°; E 
basal-cell acanthoma, Lund). Only those 
near the surface, or around keratin-filled — ya | 
recesses, become mature prickle cells.- The _ N 
melanoacanthoma shows a much greater A 
tendency for formation of prickle-cell nests x i 
and keratinized centers in its substance- x aR 
(focal maturation, Allen**) a process we ~ 
may call endokeratinization. The cells us- — y 
ually are free, or almost free, of pigment — 
granules, in spite of the profusion of mela- - 4 ai: 
nocytes between them. They thus exhibit | k 
a pathologic alteration of their biology (Pig 
ment block). 

The 13 tumors analyzed in this paper ap- 
pear to be very similar to Bloch’s Type TA 
non-nevoid melanoepithelioma, but are dis- 
tinctly different from Bloch’s Type II. us ee 
is believed that the latter is nothing but a 
deeply pigmented seborrheic keratosis, as 
pointed out by other authors in the ase 
(Table 1). Bloch’s Type I tumors and our- 
tumors, on the other hand, represent a F 
unique biologic phenomenon. They are be-  ~ 
nign mixed tumors of pathological eae i: 
melanocytes and keratinocytes in the form — ARs 
of a cutaneous papilloma. The term mela- 
noacanthoma seems appropriate. r 

Because a number of authors (Table I) — 
have equated Bloch’s tumors with pigmented — 












g l TABLE 5 —Quantity of Dendritic Melanocytes in Routine Hematoxylin and Eosin and — 
jae =; Orcein-Giemsa Stained a ections in Some Pigmented Dermatoses 
e> ip SS a — 
E ; * Tctal 
ty pt re i cad. = + LE i +++ Cases 
pa Melanoacanthoma 0.0% (0 *) 0.0 % (0) 15.4 %(2) 38.5 % (5) 46.2 % (6) 13.7 
hy) Benign non-nevoid melanoepithelioma ; 
Bloch I 90.3 (65) 5.6 (4) 14 (1) 2.8 (2) 0.0 (0) 72 
Keratotic type, seborrheic keratosis 89.6 (43) 6.3 (3) 2.1 (1) 2dr. (D 0.0 (0) 48 
OY Adenoid type, seborrheic keratosis 92.3 (12) 7.7 (0) 0.0 (0) 0.0 (0) 0.0 (0) 13%. 
Ws ‘Undifferentiated type, seborrheic keratosis 86.5 (77) 6.7 (6) 3.4 (3) 3.4 (3) 0.0 (0) 39 - t 
- Basosquamous-cell acanthoma lund 60.0 (6) 20.0 (2) 20.0 (2) 0.0 (0) 0.0 (0) 10- 
~ Pigmented basal cell epithelioma 76.3 (51) 5.9 (4) 7.5 (5) 5.9 (4) 4.4 (3) 67. 
KG Acanthosis from chronic inflammation 88.5 (23) 3.7 (1) 0.0 (0) 7.4 (0) 3.7-°@ g as x 
__ Keratosis senilis 83.3 (5) 00 () 00 ©) 167 0) 00 @) ai 
-Nevus verrucosus 95.0 (19) 0.0 (0) 5.0 (1) 0.0 (0) 00 @ . 2. <m* ee 
; = Melanosis circumscripta praecancerosa 0.0 (0) 14.3 (1) 42.9 (3) 14.3 (1) 28.6 (2) K Ret 
“4 i í : g- 
Re S pe * The figure inside parentheses denotes the number of cases. t : 
Pann 
ny 7 Mi siima Pinkus -997547 <~ 
A bes y a 
‘tz D 7 ft i 2 SA =. + "a y i va rule 
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* Fig. 8. — Hypertrophic ‘fs 

* melanocytes of melanoa- 

ef canthoma. Dopa reaction. 

si -. Reduced 33% from mag. 

Ease 1100, ? 
Eo e 
ap C N 

i sr 

ra LA 

l 5 > à ee 
$ nE a4 ee) 
Se $ 
i A 
e 3 
P ee v vs 
oA TABLE 6.—Presence of Melanin in Epithelial Cells (Exclusive of Melanocytes) a 
a in Some Pigmented Dermatoses a Bae 

a 

ag Total = 
Ea e — zs + ++ +++ Cases 

ae >$ 
= Melanoacanthoma ~ 61.5%(8*) 154%( 2) 7.7%(1)  154%(2) 0.0%(0) -13 Eoia 

-~ Benign non-nevoid melanoepithelioma og 

-o Boal 0.0 4.2 (3) 181 (13) 51.4 (37) 26.4 (19) 72 4 
= Keratotie type, seborrheic keratosis 42 (2) 16.7 (8) 87.5 (18) 41.7 (20) 0.0 (0) 48 34 

Adenoid type, seborrheic keratosis 77 (1). 00 53.9 (7) 38.5 (5) 0.0 13 2 

Ee Undifferentiated type, seborrheic keratosis 7.9 (7) 11.2 (10) 51.7 (46) 25.8 (23) 3.4 ( 3) 89 wa 

+ Basosquamous-cell acanthoma lund 50.0 (5) 400 (4) 100 (1) 0.0 0.0 10 18 
~. Pigmented basal-cell epithelioma 17.9 (12) 5.9 (4) 34.3 (23) 31.84 (21) —«:10.45 ( 7) 67 ‘ 
~ Acanthosis from chronic inflammation 63.0 (17) U1 (3) 185 (8) 7.4 ( 2) 0.0 27 

- — Keratosis senilis 83.3 (5) 0.0 0.0 16.67 (1) 0.0 6 J 

~ Nevus verrucosus 15.0 (3) 150 (3) 50.0 (10) 20.0 (4) 0.0 20 
= Melanosis circumscripta precancerosa 0.0 23.6 (2) 143 (1) 429 (3) 143 (1) 7 

r 7" art s 

o * The figure inside parentheses denotes the number of cases. 


~ basal cell epitheliomas, it should be pointed prickle type. The tumors are non-invasive, 
= out that the latter are intracutaneous tumors contain no nevus cells, and fall in the gen- 2S 
= of adnexal type, related to trichoepithelioma eral group of cutaneous papillomas, They 
=_= and basal cell epithelioma, while melano- are closely related to, if not identical with, 
at -acanthomas are super ficial, non-invasive tu- Bloch’s benign non-nevoid melanoepitheli- 
_ mors of the epidermis. There is no relation oma, Type I. Their differences from Bloch’s ` 
between the two. Type II tumors, which are considered to be 


a _ Some quantitative data on the presence ordinary pigmented seborrheic keratoses, 
- and amount of melanin and dendritic mela- and from other pigmented tumors of the ig 


+ nocytes in a number of pigmented skin tu- skin aie Se 

= mors are presented in Tables 5 and 6. i os, | 
ey P p The designation melanoacanthoma is pro- -> 
Eo Rihma posed for these tumors, the correct inter- 

pe _ pretatiom of which depends on the concept 
me Thirteen cases of benign pigmented skin of symbiosis of Malpighian cells and mela- ! 
Be _ tumors are reviewed which could be shown nocytes. a 
Bh to consist of proliferating and pathologically Dr. Yukata. Mishima, Wayne State University ia 


a a. altered dendritic melanocy tes mixed with College of Medicine, Department of Dermatology, 
- hyperplastic Malpighian cells of basal and 1401 Rivard Street (7). ; 
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~ The relationship of Reiter’s syndrome 
g 

é 


_and gonococcal keratosis blennorrhagica has 

intrigued us for a long time. Whenever a 
case of Reiters syndrome with an asso- 
ciated keratoderma is presented at a derma- 
tological meeting, an endless discussion 
arises as to the differential diagnosis. To 
| add to the confusion, the diagnosis of ar- 
_ thropathic psoriasis is usually thrown into 
the discussion for good measure. 


z, 
n 
~ 


Keratosis blennorrhagica, first described 
by Vidal 1? in 1893, is a syndrome of ure- 
thritis, arthritis, and often a conjunctivitis, 
associated with peculiar and characteristic 
skin lesions. Its gonorrheal origin was well 
established by Buschke? and others. As 
occasional cases appeared presenting the 
characteristic syndrome without gonorrheal 
infection, it became increasingly evident, 
even to Buschke,* that other agents might 
- also be responsible for the development of 
this clinical picture. Case reports of “kera- 
_ tosis blennorrhagica without gonorrhea” be- 
Pie gan to appear, variously interpreted as a 
= complication of nonspecific genitourinary 
Za infections, or as arthropathic psoriasis. 
What is now known as Reiter’s syndrome 
was first described by Fiessinger and Le- 

-roy in France, and simultaneously and 
i independently by Reiter 18 in Germany in 
_ 1916. These original publications described 
poe “quadrad” of symptoms: diarrhea, fol- 
- lowed by urethritis, arthritis, and conjunc- 
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k Submitted for publication July 7, 1959. 

; From the Dermatology Section, Medical Service, 
_ Veterans Administration Hospital, Bronx, New 
“York, 

This material was originally presented in the 
form of an exhibit of the same title at the annual 
meeting of The American Academy of Derma- 

` — tology and Syphilology, Chicago, Illinois, Decem- 
‘ þer 6-11, 1958. 
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tivitis in varying sequence. Later, many — 4 
cases were reported without Brne n 
disturbances, and the term Reiter’s syin A 
drome was applied to a “triad” of symp- ` 
toms, beginning with urethritis and followed aa 
by arthritis and conjunctivitis. “urren 
the term Reiter’s syfdröme is applied not — 
only to the original “quadrad” and the tater A 
“triad,” but also to a triad consisting of — 
enterocolitis, arthritis, and conjunctivitis, 
without the urethritis. 

Wiedemann *! presented a case in 1934 -` 
in which he could not demonstrate gono- `- 
cocci, and designated it “Reiter's disease 
with keratotic skin lesions.” This was fol- 
lowed by other reports of Reiter’s syn- 
drome with keratosis-blennorrhagica-like 
skin lesions. In the last ten years, most < 
cases of this cutaneous eruption have been _ 
ascribed to Reiter’s syndrome, rather than ~~ 
to a gonococcal infection. ) 


Clinical Course 


The keratosis blennorrhagica picture, 
whether it is due to a gonorrheal infection 
or is preceded by a Reiter’s syndrome, usu- 
ally has its onset as an acute, febrile illness. 
The course may be mild or stormy, and wi 
last as a rule from three to ten months. 
The patient recovers, in the majority of 
cases, without any permanent damage to the — 
joints, eyes, or other organs. Sometimes — 
the patient presents a more grave systemic 
syndrome, with involvement of the genito- 1 
urinary tract, and even the cardiovascular RE 
system.” The above clinical picture is not , 
essentially different from what one sees in 
a gonorrheal polyarthritis or a Reiter’s syn- 
drome without keratoderma. Recurrences 
are not uncommon after months or even 
years of complete well-being. 

Contrary to the opinion of some au- 
thors,®1%17 the same variations of severity 
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Fig. 1.—Reiter’s syndrome. Note the relief-map- 
like keratotic areas on the soles. Identical picture 
can be seen in keratosis blennorrhagica. 
and late sequelae exist in the gonorrheal and 
Reiter’s syndromes.’** Likewise, the ap- 
pearance and course of the arthritis, the 
conjunctivitis, and the skin lesions are iden- 
tical. Many of the proven gonorrheal cases 
have had a benign course, and anklyosis 
of the involved joints was a rarity rather 
than a rule. On the other hand, destructive 
joint changes in Reiter’s syndrome can 
occur.® 


Fig. 2—Keratosis blennor- 
rhagica, showing acanthotic 
thickened para- 
neutrophils 


epidermis 
keratotic 

throughout 
an acute inflammatory infil- 
trate in the upper 
Identical pathologic picture 
can be seen in Reiter’s syn- 


layer, 
the layers, and 


corium. 


drome. 
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A, M. A. ARCHIVES OF DERMATOLOGY 


The cutaneous lesions in the nongonococ- 
cal as in the gonococcal keratoderma, even 
though they may at first appear as straw- 
colored vesicles, are hard and horny from 
the beginning, unlike the vesicular lesions 
of any other disease. In their later evolu- 
tion they may resemble rupioid psoriasis, 
but the presence of the fresh, keratotic 
vesicles, or the somewhat older, hard pus- 
tules, 


and the confluent, 


keratotic areas, are important differential 


relief-map-like, 
features (Fig. 1). 


Pathology 
Just as the clinical pictures can be iden- 
tical, so is it impossible to differentiate be- 
tween the histopathologic pictures of the 
cutaneous lesions of the two syndromes.* 
The pathology is not distinctively character- 


istic, and varies with the evolution of the 
lesions. The picture, in some stages at least, 
strongly resembles that of pustular psoria- 
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: sis. In general, one finds a thickened, 
usually loose parakeratotic layer and an 


etd 

E acanthotic, somewhat psoriasiform epider- 
~ mis. Neutrophils are scattered throughout 
Ea 


the layers, occasionally forming pustules, 
and an acute inflammatory infiltrate of the 
-~ upper corium (Fig. 2). Harkness * finds 
=- an important difference in the thin supra- 
_ papillary epidermal plate in psoriasis, in 
pete contradistinction to a thick epidermal plate 
= in keratosis blennorrhagica. 


“fea Etiology 

Bx “Laboratory findings are essentially the 

y 3 same in the gonorrheal keratosis blennor- 

-~ rhagica and in Reiter’s syndrome, except for 
Ee the demonstration of the gonococcus in the 

be urethral discharge in the case of the former. 

The idea has been advanced? that the 
keratosis blennorrhagica syndrome follow- 
ing a gonococcal urethritis is not due to 
the gonococcus, but to an associated viral 
urethritis. Even though such a concept 

- eliminates the gonococcus, it simply substi- 

=- tutes a different, although at present un- 

, r known, infectious agent as the etiologic 
© factor in keratosis blennorrhagica. 

r In Reiter’s syndrome, following the so- 

called nonspecific, or abacterial urethritis, 

= pleuropneumonia-like or “L” organisms 
_ have been demonstrated on occasion in the 
urethral discharge, and have even been 

= found in a few cases in the joint effu- 

p -= sions.” A great deal of attention has been 
, -given to the “L” organisms as the possible 
ky etiologic agent of abacterial urethritis and 

ie Reiter’ s syndrome. The viral etiology of 
fs ty -this syndrome has also been suggested by 

Mi several authors. In Reiter’s syndrome with 
cz enterocolitis, the dysentery bacillus is often 
_ demonstrated. 

_ In any case, there appears to be agree- 
ment among many authors that the so-called 
aseptic, abacterial urethritis which precedes 

_ Reiter’s syndrome behaves as if it were of 

infectious origin, even though an organism 
cannot be routinely demonstrated. Its oc- 
currence in the young, sexually active man 
shortly after intercourse points in this 
_ direction. 


fi ` Shatin et al. 
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Reiter S syndrome therefore appears reg- 
ularly to follow an infection, whether it i 
urethritis or enterocolitis, just as the gono- E 
coccal keratosis blennorrhagica regularisa 
follows an infectious urethritis. 


Comment 


In the presulfonamide era, the incidence 
of gonorrheal arthritis was estimated to be 
about 2% of all the gonorrheal urethritis 
cases. 15 


In recent years, nongonococcal urethritis 
has become more and more important, to 
the point where Willcox,?? in a series of 
25,000 cases of urethritis in England, found 
over 40% to be nongonococcal. Durel et al.5 


in a series of 1,600 cases of urethritis a fst 
Paris, found 24% to be nongonococcal. Of 


more interest is Durel’s finding that 1.2% 
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of the nongonorrheal cases of urethritis de- 


veloped arthritis. Taking into account sta- 
tistical difficulties, this incidence of arthritis 


is not too dissimilar from that in gonococcal 


urethritis. 


Interestingly enough, Young and Mc- N 7 
Ewen,” in a series of 176 cases of dysen- 
tery, found a 1.7% incidence of associated 
urethritis and arthritis, and a 3.9% inci- 


dence of a full-blown Reiter’s syndrome, A 


without keratoderma, 
conjunctivitis. 


but including the 
Fiessinger and Leroy, in 


their original paper, also reported a 3.6%- 


incidence of Reiter’s syndrome in 110 dys- 
entery cases. 


One can only speculate shan the com: 
parative incidence of keratoderma in non- 


specific and gonococcal urethral infections. 
However, in an analysis by King et al. 13 


of a series of 178 cases of arthritis follow- 


ing urethritis among British soldiers, 13 
(12%) out of 113 cases with a demonstra- 


ble gonorrheal infection, or history of a 


previous gonorrheal infection, presented a 


keratoderma; and 8 (12%) out of 65 cases- 


with no past history of gonorrhea, and no 


demonstrable gonococcal infection, likewise _ 


presented a keratoderma. 


All these figures, although their statistical 
validity can well be questioned, tend to — 
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_ keratosis blennorrhagica as a 


show that both the gonococcal and non- 
gonococcal urethritis are associated with 
arthritis and keratoderma in the same pro- 
portions. Also, the incidence of postdys- 
entery arthritis approaches that of the 
arthritis associated with urethritis. 

= Tf one considers the similarities of the 
infectious origin of keratosis blennorrha- 
gica and Reiter’s syndrome, and the appar- 
ently similar incidence of development of 


^% arthritis and keratoderma after the primary 


infection, one can visualize these syndromes 
as bearing a relationship to each other. 
sf - -They can be regarded not as specific disease 


X entities, but as similar blood-borne compli- 


cations of urogenital and intestinal infec- 
tions. The etiologic agents may differ, but 
the pathogenic mechanisms are the same. 

The symptoms arising can form only a 
limited number of combinations, regardless 
of the causative agent and the original site 
of infection. Thus a random sequence of 


` — urethritis, arthritis, and conjunctivitis, and 


occasionally skin lesions, may appear in the 


~ course of different types of infections. The 


actual picture of the disease will be deter- 
mined by the specific properties of the 


causative organism, as well as factors pe- 
culiar to the host. As an example, the 


keratoderma, which is a peculiar skin reac- 
tion, will develop only in certain susceptible 
individuals because of factors peculiar to 
that individual. 


We can visualize Reiter’s syndrome and 


symptom 
complex resulting from the development of 
additional symptoms in the course of an 
infectious disease. This could be schemati- 
cally represented as follows: 


= 1. Primary infectious disease: 
terocolitis. 

2. Incomplete syndrome: the primary infectious 
disease, plus an arthritis or conjunctivitis. 

3. Complete syndrome: the primary infectious 
disease, plus arthritis, plus conjunctivitis. This is 
the typical complete Reiter’s syndrome. 

4. Complete syndrome plus keratoderma: the 
primary infectious disease, plus arthritis, plus con- 
junctivitis, plus keratoderma. This is the situation 
one sees in keratosis blennorrhagica, or in Reiter’s 
syndrome with keratoderma. 
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AMA. ARCHIVES OF DEI 


The term Reiter's syndrome implies a 


certain grouping of symptoms and a similar 
pathogenesis, and yet is broad enough to 


allow some variation in symptomatology. 
It is not prejudicial to the basic etiology, 
any more than the term Addison's disease, 
applied to a disease of the adrenal glands 
producing a hypofunction, implies an etio- 
logic agent. Also, it leaves room for the 
etiologic agent to be affixed as a modifying 
term, when discovered, much as one talks 
of a pneumococcal or staphylococcal pneu- 
monia. 


/ 


It is true that the use of eponym is to be 
deplored, but an eponym understood by all 
can be more useful than an attempt to in- 
troduce a new name for a disease process 


that is still incompletely understood. We- 


therefore propose that the term keratosis 
blennorrhagica be dropped, and the follow- 
ing terminology be substituted, as a means 
of simplifying our language and unifying 


our thinking as regards these two condi- — 


tions: 


Reiter's syndrome: implies the basic syn- ~i 
drome (triad or quadrad) of unknown eti- _ 


ology. 

Reiters syndrome with keratoderma: 
the basic syndrome plus a keratoderma, all 
of unknown etiology. res 


Gonococcal Reiter’s syndrome: the basic K 
syndrome associated with gonorrheal ure- 
thritis. If associated with a bacillary dysen- | 


tery, one could talk of a dysenteric Reiter’s 
syndrome. 


Gonococcal Reiters syndrome with 


keratoderma: the basic syndrome, plus — 
keratoderma, associated with gonortheal — 
urethritis. This would be the substitute — 


term for the present keratosis blennorrha- 
gica. 


Summary 


The basic symptomatic, pathologic and 
statistical relationships of keratosis blennor- 


rhagica and Reiter's syndrome are ae a 
cussed. ine 


The inability to differentiate between ae 


two is underlined. (< eA 
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o BS | -The similarity of pathogenesis and devel- 
i pment in the two “from a zope primary 






Ne Tt is proposed that the term keratosis 
= blennorrhagica be eliminated from our 
k _ terminology, and the term Reiter’s syn- 
ae drome be substituted, with the use of 
Re modifying adjectives to indicate etiology, 
Y when known. One would then talk of a 
a gonococeal or dysenteric Reiter's syndrome. 
Since the keratoderma is not a constant 
me Scomporient of the syndrome, its presence 
~- would be indicated by talking of a Reiter’s 
He syndrome with keratoderma. 


Š Dr. Harry Shatin, 130 West Kingsbury Road, 
ag Bronx (68) N.Y. 
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During the each few years we have had 
ei impression that there has been a notice- 
e able increase in the number of female pa- 
E tients complaining of diffuse loss of hair 
i E of the scalp. A review of the card index 
HGA Be the diagnoses of the patients seen in 
‘our practice confirmed this impression 
© (Table 1). 
a As there had been no similar increase in 
= any of our other diagnoses nor in the total 
number of patients seen per year, this 
sharp increase in diffuse female alopecias 
= was striking. 
~. Tn the attempt to find out whether this 
~ observation was limited to our practice, or 
= whether other dermatologists have seen sim- 
aa i ilar increases in the incidence of this com- 
= plaint, a questionnaire was sent to the 
A H members of the American Dermatological 
=- Association.t The qpr tg was word- 
ed as follows: 


ea 1. During the last five years I have seen an in- 
crease of alopecia diffusa in women. 
ae... Ye i No_+_____ 
a If the answer to the above is “yes,” please reply 
to the following: 
~ — 2., The approximate increase in the percentage 
a of such patients I see today compared with 5 years 
a ago aa. 
7 be 3. I believe the following factors may play a 
role in this increased incidence of diffuse alopecia 
E in women: ow 
4, 
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- Submitted for publication July 9, 1959. 
i i  * While these figures certainly show the trend, 
= the actual increase may not be of quite the mag- 
E nitude they indicate. Five years ago our attention 








Bx a = +We wish to express our gratitude to all the 
Se colleagues who took the trouble to answer our 
a acuma so fully and carefully. = 


-Diffuse Alopecia i in Women 


Its Unexplained A pragi Increase in Incidence 


S Wea was not focused on this condition as sharply as 
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Wes oe airdressing agents 
A oS. ae Hair doin 
Infection 
Shampoos — 
Toxic (systemic) ee 
Vitamin excess or deficiency sae 
Other, state mao? 
spent UKHO WIT. oS i. 
4. The most frequent advice and thera le 
my patients are: 
5. The following laboratory studies have b b 
help in determining the cause: Ap 


-Complete blood count 
Basal metabolism rate 
Protein bound iodine oS as 
Radioactive iodine uptake sh el : 
Urinary 17-ketosteroid = 
Urinary 11-oxysteroid aati 3 
Vitamin A and carotenoid biod ne 


levels ign 
— Other Ya i 
None above eee 


Of the 170 questionnaires sent, 10 
(62% ) were answered and returned. Table 
2 summarizes the results in response te 
Question 1. Fifty-six arima niae 


thirty-two (30% of those who repi d) E 3 
no increase; sixteen (15% of those wł aO 
replied) were not sure that they had ne ted 
such a change; and two left the question- 
blank. The striking figures are that o ver 
half of the experienced dermatologists | re- 
turning our questionnaire had noted an i: 
crease; while less than one in 
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TABLE 1.—Diffuse Alopecia in omens 


Our Practice 
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“Increase Incidence of Diffuse apai A 
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; Un- Not 
No 


certain Stated 


_ 32 16 2 


(58%) * (30%) * (15%) * (2%) * 


k 


rtain n there had been no increase in female 

lir g in their practices (Table 2). 
response to the second question, the 
rag $ timated increase in the incidence 
qoin in the practices of the der- 
logists who noted an increase of such 

i ER 122% (Table 3). 

T€ was no uniformity in the answers 
estion 3 concerning the factors be- 
d possibly to play a role in this in- 
#4 wh sed | incidence of diffuse alopecia in 


oy Topically applied preparations (total 48) 4; 
ie ee old wave (21); dyeing (9); medicated (7) and 
etic (5) shampoos; hair- “lacquer (1); type 

mot stated (5). | 
gO) * egies alae factors (total 14): pregnancy 
i strogen failure (3); hypo (2)—or hyper 
7 Ayroidism: administration of sex hormones 

me 

14 (c) 1 Pechcsomatc factors (total 13) : emotional 
s and nervousness (12); general public inse- 


numbers appearing in parentheses after 
‘factor show how many respondents thought 
particular factor significant. 


g a ABLE 4.—Age Groups of Patients with 
Diffuse Alopecia 


No. of Patients 
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HELETE 
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A Zz 7 
tas i Per Cent Increase 1 Aloe Dil fus sa | oo 


ar % (itl 
(Average 122%) 


1-99 
100 
200 
300 
400 
500 
900 | 
Not stated 


(d) Vitamins (total 10): hype ee ce 
(4) ; general excess or deficiency (6). | a 
(e) Trauma (total 7): tight curlers (3); pees 
cessive brushing (2) ; newer hairstyles, e. 8- “pony- 
tails” (2). AN 

(f) Infectious diseases (total 6): viral hepatiee: 
(1); Asian influenza (1); type not stated (4). 
(g) Increased seborrhea and seborrheic derma- A 
titis (total 5). | a 
(h) Newer oral medicaments (total 4) : weight- IE 
reducing tablets (2); tranquilizers (1) ; antibiotics oe 
(1). poe 
(i) Operative procedures (total 4): sre $; 

(3); general anesthetics (1). EI: 
(7) Foods (total 3): additives (1); excess caf- 
fein (1); protein deficiency (1). 
(k) Hereditary factors (total 3). 
(l1) Anemias (total 2). 

(m) Increased awareness (total 1). 3 
(n) Environmental factors (total 1): hot, tee: 
tively dehumidified buildings (1). Se 
One ‘correspondent § has recently noted diffuse 

alopecia i in adult women associated with fibrosis of — 

the frontal regions or vertex of the scalp, The - F 
affected scalp is bound down, the hair sparse and — l 
of coarse texture. Biopsy shows a diffuse inflam), ‘a 
matory reaction with fibrosis. E 
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Clinical Picture i N 
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Duration No. of Patients 


1 to 6 months 
7 to 12 months 
13 to 23 months 
2 to 3 years 
3 to 4 years 
4 to 5 years 
6 to 7 years 
8 to 10 years 
Over 10 years 
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A, M. A. ARCHIVES OF DERMATOLOGY 
groups beyond puberty (Table 4) with an tients have a process presenting changes 
average of about 40 years of age. Although somewhat resembling a very superficial 
the clinical picture varies considerably in “atrophy” of the scalp in that the skin of 
these women complaining of diffuse alope- the affected areas loses its normal move- 
cia, there are certain aspects of the problem ability and turgor and becomes somewhat 
which tend to occur frequently. Most pa-  “hidebound” and more difficult to “pick up” 
tients (about two thirds of the total) have between the fingers. 
avs" ~ - -PA r - E = b aè F a a -F a rc E x f 
been cognizant of their hai loss two When the loss of hair has reached a 
5 ` -Pe TeqQ TSC > -A e 4 oO er- x 
months to three years before seeking de certain degree many, but by no means all 
ic advice (Table 5). Usually tl > : - : 
: ric advice able 5). Usually the . . . 
matologic udvice ( table ) w $ S of these patients note an increased oily 
alr fi wins as a just perceptible though : l i ; 
hairfall begins n : A i l E hai ‘nck seborrhea of the scalp and/or hair. This 
ular increase 1n the number of hairs los at i 
Se Sues ; oiliness is especially prevalent when the 
i with each combing or brushing. However, ) ; 
| ; 2 Na Seah sits alopecia has advanced to a considerable ex- 
in some of the patients the hair loss “began “a | l rts i 
=. = | j» tent ( Figure). It is the combination of 
suddenly” and “came out by the handful. Ren A ; 
> ; : one er sparse growth with thinner, lusterless, and 
f Frequently the hairfall 1s noted to occur 1n me . = 3 a 2 
: ie , seemingly less pliant hairs associated with 
spurts, with waves of increased and de- > iia sie Sil ‘| 
| ; ae creased c ‘ss that makes hair dressing 
: creased severity, although the loss almost increased oiliness that makes hair dressing 
: continually exceeds the amount which the very difficult for the patient with the full- 
7 > f- Ce as _ 77 et oe Tee = x i 
patient previously was accustomed to lose. blown “syndrome.” Slight scaling is often 
When the process has continued for many apparent, and sometimes the scaling be- 
y months or years, there is an obvious diffuse comes quite pronounced. There are some 
; sparseness of the hair. There is often an cases without abnormal scaling. Inflamma- 
ES i i . : ; i F l : o 2 
i apparent thinning or wiryness of the hair tion of the scalp is rarely seen clinically. 
° S= ce ,?? > m >C C sé P e 2 ° é ° . a . . . rp 
f; that the hair is “fine” and less “manage- caton with the hairfall including diffuse 
i ? CA Da > ` VCAca AV A Fec = > ire ‘ a saie e ’ 
i able.” The process may affect the entire or spotty “tenderness,” “tingling,” “crawl- 
kA à -4 - = à g . s ò ~ > y Y 3 7 33 cer ° es éé . E - 
; scalp but most frequently invol es the e me ing, itching,” “burning,” and uncomfort- 
ha ietofrontal areas (Figure). Tem- « Ag 
and parietofrontal areas y Ist ). ? able “awareness” of the scalp. However, 
ecession as commonly seen ın male . 
ji poral recession as ¢ fhe y but any patients have no abnormal sensations 
; < ass usually does not occur, bu i 
à pattern baldnes , ad whstanden?: | 
; in exceptional instances the frontal hair line : 
A y Antai aia Hair growth elsewhere on the body seems 
i recedes somewhat, thereby widening the 


glabrous area of the forehead. Some pa- 


Crown view of a case of typical diffuse female 
alopecia, illustrating the sparseness of hair involv- 
ing primarily the vertex and the associated oiliness 
of the hair. 
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unaffected and these patients do not have 
an unusual incidence of hypertrichosis. 

The precise degree of baldness which will 
develop is unpredictable in the early stages. 
In many patients the process progresses to 
a certain stage of permanent and clearly 
disfiguring thinning of the hair; but in no 
instance have we seen the baldness reach 
the extreme degree which is so common in 
male patterned baldness. A few patients 
apparently have completely regrown their 
hair after a number of months or excep- 
tionally after several years. It is our im- 
pression that the longer the alopecia has 
persisted and the more severe it is in degree 
the less is the likelihood of complete re- 
growth. 


Vol. 81, Apr., 1960 


tx 
pe TaD Ue" 4 


pa hea 





A oe 
x . . i E ai v 
t J nt tite ww Oy 
tit P d a a PN ea < 


DIFFUSE ALOPECIA IN WOMEN 


‘Comment 


“We have been dabie to ie if this 


N Ece i in the number of women with dif- 


mi 
a 


Be: 
E 


rT ee 
Sagt 


ye 


E Sas 


Speen 


mee. 
"ut 


7. 


PA: 
Bae -fuse alopecia seen in private dermatologic 


practice reflects an actual increase of this 
condition in the general population or if it 
has come about for other reasons. It is 


possible that patients with this problem are 
=- seeking dermatologic advice more freely 
now than they have in the past. While there 
-is no obvious reason why this should occur, 
some possibilities come to mind, e.g.: 


(a) Patients are just now in a better 


economic position and can afford specialty 
ae for their “less serious” complaints. 


= (b) Modern advertising has stressed the 
occurrence and the management or diseases 


Ns the scalp including dandruff, hair loss, 


ne brittleness, etc. 


= (c) In recent years, dermatologic confer- 
ences and research publications on hair 
growth have increased in number, thereby 
alerting physicians in general to the prob- 


lems of hair growth, which in turn may 


‘increase the number of patients with hair 


problems referred to dermatologists. 


(d) There has been a tendency to spe- 
_cialized medical care in many areas so that 
patients are more frequently consulting der- 


3 ‘matologists for hair problems as well as for 
other skin diseases. 


(e) Over the past few years women’s 


3 styles have called for few large, covering 
hats; instead, smaller hats and veils have 


become popular. Thus, the grooming and 


appearance of the hair has become perhaps 


even more important, and therefore more 
attention is being paid to hair and its styl- 


ing. 


‘However, none of these factors seems to 


= us to be a satisfactory explanation of the 





great and geographically widespread in- 


crease in the number of desperate and 


balding women now coming to many der- 
matologists. To us it appears much more 
likely that there is an actual increased in- 
cidence of diffuse alopecia in women. In 
support of this likelihood is also the fact 


= that women’s hairdressers we have ques- 
. 


_ Sulzberger et al. 


tioned -are noticing this same problem 
among their clientele. Moreover, the rela- 
tively high incidence in women with such 
marked sparseness of hair could hardly 
have gone unnoticed previously, since most 
of the patients with this type of alopecia 
complain bitterly about becoming “bald,” — 
and many become despairing and psychically 
deeply disturbed. Finally, it is most note- — 


worthy that a similar increase in female pg 


patients with diffuse hair loss has been re- 


ported from Italy?|| and from France,? — “ee 
Indeed the report of Sannino and Monte- | 
from Rome describes a series of 
cases with manifestations strikingly.similar 4 ~ 


murri 


to those in our patients. 


The questioning of patients has failed 


to bring to light any cause for this apparent 


increased incidence of diffuse alopecia in 
No regular abnormality has been 


women. 
noted by the respondents in the results of 


the laboratory examinations mentioned in 


the questionnaire. Those of our patients in 
whom thyroid function studies have been 7 


performed have generally shown normal- ee. 


basal metabolism rates and protein-bound 
iodine tests; and the administration of thy- 
roid and triiodothyronine have been of little 


or no help. Some patients stated that the- HA 


onset followed pregnancy, but many of the 
women were nulliparous or had their last 
child many years preceding the onset of 
their hair loss. 
cycles. 


In our experience there has been no spe- 


cific approach, and indeed no satisfactory 
approach to the therapy of this condition, 


and there was little uniformity of therapy — — 
among the dermatologists who answered the 


questionnaire. For the time being, we offer 


reassurance to our patients by emphasizing — 


that they will not become completely bald, 


and then outline simple treatment for any ces, 
coexisting dandruff or seborrheic derma- = 
Our therapy usually includes regular 
shampooing with a liquid “pure soap,” eg. 


titis. 


|| We are indebted to Dr. Francisco Rochese, 
of Providence, R.I., for calling this publication to — 
our attention. 


111/559 — 





Most had normal menstrual ` 


J 





ia castle and daily brushing with a moderately 
= soft natural bristle brush. We are now also 
By telling all our patients to stop having their 
hair stretched and pulled on “rollers” 


=~ been fashionable of late. By these steps we 
= are now attempting to study what roles may 
+- be played by the preceding exposures of 
BS hairs and scalp to the almost universally 
K ye E yad synthetic detergents, emulsifiers, 
s wetting and foaming agents, etc.; by re- 
= peated traction; and by the splitting and 
cutting of the hairs by certain types of nylon 
bristles as reported by Agnes Savill. We 
have seen no Feason to interdict the use of 
eR “color rinses” or hair dyes, “waves” and 
“sets,” sprays, etc., unless they are impli- 
> cated as possible causes of some other form 
Of hair, skin, or general damage to the par- 
ticular patient. 

~ In order to assess the arrest or progress 
= Of the disease, the patient is asked to save 
as much hair as possible each month; the 
< source of this hair is usually from the sink, 
be: comb, and brush. This merely permits us 
_ to judge whether the hair loss is progress- 

e a ing, remaining stationary, or diminishing. 
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Summary and Inferences CECR 

. . . 3 

In our private practice during the past 
five years we have noted a sharp increase — 2 
in diffuse alopecia of the scalp in females — _ 


is shared with over one-half of the 106 
experienced dermatologists of North Amer- __ 
ica who answered a questionnaire concern- 
ing their experiences with this problem. 
Dermatologists in certain European coun- — ca 
tries have similarly encountered a sharply 
increased incidence of female balding. The 
etiology, pathogenesis, and therapy of this a 
female balding are unknown. 


999 Fifth Avenue (28). 


past the age of puberty. This observation ae 
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The cutaneous manifestations of tuber- 
-~ culosis can be grouped into two categories: 
= (1) those in which actively multiplying 
_ tubercle bacilli are present in the lesions, 
and (2) those, the tuberculids, in which 
tubercle bacilli or their products embolize 
to the skin from some active, but at times 
obscure focus of the disease. In tuberculids, 
the embolized bacilli do not long remain 
viable, apparently because of the intense tis- 


"EE Oe ae 
MRO, 


_ Sue reaction elicited by their presence in the | 


a skin, 12 Two well-defined types of tuber- 
-~ culids are papulonecrotic tuberculid and ery- 
ae thema induratum. In this report we present 
Fe evidence that the extreme tuberculin sensi- 

__ tivity which characterizes these tuberculids ê 
= can best be demonstrated with old tuberculin 
<- (O.T.) rather than with more purified 
_ derivatives such as~the purified protein 

- derivative (PPD). 

It is of interest that Darier* in 1896 in- 
troduced the concept of tuberculid before 
-= knowledge about tuberculin skin testing was 
, oe developed shortly after the turn of the cen- 
= tury.>® Rist and Rolland? as early as 1912 
= had concluded that tuberculids were spon- 
_ taneous examples of Koch’s phenomenon 
elicited as an allergic reaction by bacilli 
Pe embolized to the skin and destroyed there. 


Real 


ERER Materials and Methods 


= The old tuberculin used was of human strain 
= type as manufactured by Eli Lilly and Company. 


= Submitted for publication July 13, 1959. 
< _ From the Section of Dermatology, Department 
= of Medicine, University of Chicago. 

Read before the Section on Dermatology at the 
108th Annual Meeting of the American Medical 
Association, Atlantic City, N.J., June 10, 1959. 

This study was supported in part by a grant 
from the Public Health Service, National Insti- 
tute of Allergy and Infectious Diseases, Grant 
No. E-1444(C3) and in part by a grant from the 
__ A. B. Kuppenheimer Research Endowment Fund. 
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f Tuberculin Testing i in Tubetcwiids 


E 
EA M. BARRY KIRSCHENBAUM, M.D.; ROGER W. PEARSON, M.D., and ALLAN L. LORINCZ, M.D., 


p -E 


ee 


Each one cc. vial as dispensed is equivalent to one — 
cc. of the National Institutes of Health Reference 
Standard O.T. standardized according to the speci- | 


fications of the National Institutes of Health of 


the United States Public Health Service. The 
tuberculin, purified protein derivative (PPD) used — 


was the Parke, Davis & Company product. The 
first strength consisted of 210° mg. per test 
dose and the second strength of 510° mg. per 
test dose. The diluent fluid used for both prepara- 
tions was Buffered Diluent manufactured by Parke, 
Davis & Company, a potassium and sodium phos- 
phate buffer, pH 7.4, containing 0.5% phenol as 
preservative. The PPD was freshly diluted at the 
time of each individual test and was used within 
thirty minutes of preparation. The old tuberculin 
was diluted at four-week intervals and kept re- 
frigerated in 10 cc. vials. Standard one cc. tu- 


berculin syringes with 25-gauge needles were used | 
for testing. All tests were performed intracutane- 


ously on the flexor forearm with 0.1 cc. of innocu- 
lum. 
tuberculin were used, O.T. 1:10° and 1:10, and 
PPD No. 1, full strength and 1:10. Additional 


tenfold serial dilutions of greater or lesser con- — 
centration as necessary were tested in each case © 
so that both negative and positive end points were — 
reached. Skin tests were considered positive if | 
in diameter, The 
tests were read at 48 and 72 hours when possible, — 


induration exceeded five mm. 


but in some cases only at 72 hours. The four pa- 


tients with tuberculids were all observed at the — 


University of Chicago Clinics. The thirty control 
patients were all inpatients at the Chicago State 
Tuberculosis Sanitorium.* 


Results 


In the Table are listed the results of » 
intracutaneous tuberculin testing in four pa- 


tients with the tuberculids under considera- 
tion. 
which these patients reacted were: PPD No. 
2 diluted 1:10 (one patient); PPD No. 1 
(two patients) ; and PPD No. 1 diluted 1:10 


* We wish to thank Dr. Karl Pfuetze, Medical 
Director of the Chicago State Tuberculosis Sani- 
torium, for his cooperation in allowing us to skin- 
test these patients. 
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Initially two dilutions of each type of — 


The most dilute PPD solutions to — 
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a 
<4 The = k $ À ~a 
R Reactions of Patients with Tuberculids to Various Dilutions of O.T. and PPD A. 
i £ PPD No.2 PPD No.1 PPD No.1 
A = Tubereulids 1:10 PPD No.1 1:10 1:10? T 10"! OE SOM. 10-8 
tes op 
eis Case 1 4 
alam Papulonecrotic tuberculid Pos. Neg. Pos. Neg. | - 
H To Case 2 ; yi 
rm: Papulonecrotic tuberculid Pos. Neg. Pos. Neg. 
>. Cased l 
; Ss Papulonecrotic tuberculid Pos. Neg. Pos. Neg ; 
E Cast ras 
By Erythema induratum Pos. Neg. Pos. Neg. 4 aty 
es $ be s 
zie = lao 
aT (one patient). It is readily seen that in only sodes occurred at approximately two-week intervals” < fe 
= one of the four cases would testing with and were accompanied by showers of papular, E 
= — PPD alone have suggested that the patient arg! atti Deas maniy. m p tronkala $ 
= — was exquisitely tuberculin-sensitive. It is of ws, and knees; Examination of an-azillary ANEA ab 
Bye y node biopsy specimen revealed caseous tuberculo- EAR 
=~ interest that the patient who reacted to O.T. rži 
Ery. 07 sis. The skin lesions were both grossly and histo- i A 
oe, Pe reacted only to PPD No. 1 (Case logically papulonecrotic tuberculids. The febrile E 
i. 1). Case 3 likewise showed a particularly episodes and showers of lesions cleared following 
es marked disparity between PPD and O.T. streptomycin therapy, only to relapse and then — rA 
a reactivity. finally clear after jsonicopinyiliydra ggs menna t 3 
advanced pulmonary tuberculosis were tested Present study. oe F 
~ with O.T. 1:105 and O.T. 1:106, Seventeen aE hii 39-year- res i Bars os fs} 
$ of these patients reacted to the 1:105 dily- 7 MStOFY OF recurrent nodules uring te Dt es Ki 
ees ‘ k years mainly on the posterior calves, but occasion- 
~ — tion and only a single patient reacted to the lly al aes FONG h spo a eTa 
Eo -10° dilut; ally also appearıng anteriorly on the pretibial area. eae 
ee 1:10° dilution. A few of these lesions had broken down and ul- 
a ais cerated. A clinical diagnosis of erythema induratum 
a Report of Cases was made, and though no internal focus of tuber- 
ee Case 1—A 45-year-old white housewife had arena es nik = bs Smit ae Sai 
s D noted recurrent crops of papular and nodular le- ad A Pe i , y SEE i EP = A a er 
$y sions about the elbows for the previous four years. apy a $ £ = ae my Ae OPR, RO eee t 
= Although her medical history suggested possible epigting epee Kele x a 
- intestinal tuberculosis in the past, no active in- tee 
= ternal focus of the disease could be found. The Comment i 
cutaneous lesions were clinically typical papulo- i ! È S 
= necrotic tuberculids, and histologic examination Since Koch in 1891 %8 first demonstrated 
Bo c ý 4 3 Š é T a `: x gaf 
^ supported this diagnosis. The lesions cleared fol- that tuberculin sensitivity tends to increase __ 
`> lowing therapy with isonicotinylhydrazine (INH) as the tuberculous process advances, there i 
ee h t d. ; : ; ATA 
eg have not reirte l has been a ‘steady evolution of techniques — 
ae Case 2.—A 40-year-old Negro housewife pre- d ; ; és d d ‘ne < 
Be sented with a history of recurrent crops of papules @!? angen prcper sees ae tor emon. « te 
Pf about the elbows for three years. The clinical and strate this sensitivity. Modifications of | g 
== histologic features of the eruption were typical Koch’s original technique were used to ob- 
| for papulonecrotic tuberculid. A “healed” primary tain much valuable data on the nature and 
a: Te Í ae | : ! 
il Porre warercigvas: complex "was, present sPuP I 45 Aina} implications of tuberculin sensi- 
» no active internal focus of tuberculosis could be 9. 204, et en 
~ found. The lesions healed following isonicotinyl- tivity. i It soon became apparent that dis- $ 
~ hydrazine therapy and have not recurred. crepancies between data from various 
a K p Case 3—A 49-year-old white housewife was workers were caused in a large part by the 
f _ first seen a decade ago giving a history of healed lack of uniformity among the lots of O.T. ey 
dy vp 
E tuberculous peritonitis and cervical lymphadenitis antigen prepared in various laboratories. Al- g9 
=~ = of proved tuberculous origin four years earlier. Pe ful d A 
~ She also gave a history of recurrent febrile epi- though quite successful attempts were ma ef. A 
“re . . . a m , = et 
Uae sodes during the previous four months. These epi- to standardize O.T. in the late 1920's, ag BO © 
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- vestigators were also searching for more 
= stable and pure antigens. i 


In 1928 Siebert 1! used SP lerebcetic acid 


ra 


to precipitate an active fraction from fil- 


_ trates of colonies of tubercule bacilli. 
original use of this precipitated fraction was 


Her 


as a means of standardising O.T. A short 


a pene later, by a slightly modified method, 
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she prepared an active protein fraction of 
“average molecular weight 8,000 which she 


used successfully for tuberculin testing. This 
= was trichloroacetic acid precipitated tuber- 
—culin, or T.P.T. Further refinement of her 


method gave the purified protein derivative 
or PPD of approximately molecular weight 
2,000 which is still in general use. 


= Another contribution of Siebert was her 
Pode csopation 2 of O.T. in 1949 by cold 


i TE . . 
=~ alcohol precipitation and electrophoresis. 


-She found the major components to be two 


_ polysaccharide fractions and three protein 


fractions. Only the protein fractions were 
capable of eliciting tuberculin reactions, and 
these three fractions varied in potency. 


In studies comparing O.T. with PPD 


attempts were made to equate the potency of 


rè 


the two preparations. In general O.T. 1.10* 


is considered to be roughly equivalent to 


-PPD No. 1. In 1939 Seideman * reported 


that when various dilutions of O.T. and 


_ PPD were compared in tuberculin testing, 


_ that O.T. seemed more capable of detecting 
_ reactors to the concentrated tuberculins, 
=- while PPD seemed more capable of de- 


tecting reactors to the dilute tuberculins. 
Siebert and DuFour 14 have recently made 
_similar observations. Both Seideman and 
_ Siebert interpreted their own data as sug- 
gesting that at least part of the disparity 


ne between their testing results with the two 


- 
* 


r 





antigens could be explained by the presence 
of nonspecific reactants in O.T. Siebert also 
considered the possibility that different 
specific antigens of varying ratios of the 


same antigens might be present in the two 
preparations. 


Our observation that O.T. best demon- 


_ Strates the high degree of tuberculin sensi- 


_ tivity present in our patients with tuberculids 


fi - Kirschenbaum et al. 


£ AND pate ORY 4 ERES 
a a 
Bay  TUBERCULIN TEST—TUBERCULIDS 


Ze 
mA 


seems in ae contrast to the ra one a 


might have expected on the basis of Seide- — 


cH ? 


man’s and Siebert’s data. However, if we 2 


assume that O.T. and PPD contain hetero- — 


i 


genous specific antigens and that patients — 3 


may show varying degrees of sensitivity to 
each antigen, our data are less surprising. i 
Tuberculid patients thus may possibly be | 
characterized by their particular hypersensi-_ 
tivity to specific antigens present in O.T. 

that are present in lower concentration in 
PPD; 


Summary and Conclusion 


Four cases of tuberculids exhibiting the — E 
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high degree of tuberculin sensitivity ex- 


- ere 
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Se 
m e 


The exquisite tuberculin sensitivity in these = 


pected in tuberculids have been presented. 


` ie 
cases was best demonstrated with old tuber- 


culin. 


In conclusion, for purposes of supporting v 
the diagnosis of tuberculid by demonstration — 


of exquisite tuberculin sensitivity, intra- 
cutaneous testing with very high dilutions of 
old tuberculin is advantageous. 


Section of Dermatology, Department of Medi- — 


cine, University of Chicago, 950 East 59th St. (37). 
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recommended a weak solution of aluminum 
acetate as a wet dressing for the treatment 
of numerous cutaneous diseases. He had 
previously learned from a chemist that this 
aluminum salt preserved certain organic 
~ materials used in the manufacture of sugar. 
Since Pasteur’s classical discoveries were 
made between 1860 and 1865, Burow could 
= not have known that the pharmacological 
effectiveness of aluminum acetate depended 
even in part on antibacterial action. By the 
early part of the twentieth century, Burow’s 
solution was frequently used in the treat- 
ment of diseases of bacterial origin, such as 
furunculosis.? In more recent years, the 
antibacterial property of Burow’s solution is 
seldom mentioned in the literature, and its 
pharmacological effect is attributed to astrin- 
gent and buffer action. 
_ Kionka*® reported that a 20% solution of 
a mixture of aluminum lactate and tartrate 
= killed streptococci in 5 minutes. A similar 
= solution, to which boric acid was added, was 
said to kill E. coli in 15 minutes; a 5% 
-~ solution of this latter mixture killed both 
streptococci and E. coli in 60 minutes. Ina 
recent book on antiseptics, edited by Red- 
dish, the study of Sprowls and Poe * is cited 
as showing that aluminum chloride is not 
= particularly effective against S. typhosa and 
- _M. pyogenes var. aureus. 


ie Submitted for publication July 13, 1959. 
_ This work was supported by a grant from 
-___Reheis Company, Inc., Berkeley Heights, N.J. 


Read before the Section on Dermatology at the 
~ 108th Annual Meeting of the American Medical 
_ Association, Atlantic City, N.J., June 10, 1959. 
From The Dermatological Research Laboratories 
of the Department of Dermatology, Harvard Med- 
ical School, at the Massachusetts General Hos- 
ad Boston. 





© Antihacterial ‘Activity of Weak Solutions of a 
: Aluminum Salts 
$ It was as early as 1857 that Burow + first 


IRVIN H. BLANK, Ph.D., and RUTH K. DAWES, B.S., Boston sti 


At the present time, strong solutions of 
aluminum salts are frequently used as an- ~ 
tiperspirants. When employed for this a | 
pose, they also function as deodorants, — 
probably by preventing bacterial decompostea ok 


tion of sweat and other waste products on ` 3 


the cutaneous surface. Very weak solutions -7 
(1:100,000) of various aluminum salts, par- -7 
ticularly of aluminum chlorhydroxide, have 7 
been found® to kill micrococci and diph- #2 
theroids in vitro within short exposure — E 
periods. We decided therefore to study the 57 
antibacterial action of aluminum salts in the - 
presence of proteins under conditions sim- me 
ulating clinical usage. If solutions of alu- e 
minum salts, at the concentrations commonly 
used in wet dressings, could be shown to q : 
possess antibacterial properties, this would © BH 
be added justification for their use. rA p> 
Aluminum is a trivalent cation which 
combines strongly with many proteins. a y | 
antibacterial activity may result from its 
ability to denature essential proteins in the 
bacteria. Aluminum can also combine with : 
the proteins of the cornified epithelium. 
When epithelial proteins are present, they =~ 
may successfully compete with bacterial pro- 
teins for the aluminum ion and thus alter 
the aluminum salt and/or reduce the amount ue 
available to combine with bacterial proteins. ~ 
This might decrease the antibacterial effec- 
tiveness of the aluminum solution. ay. 


Different proteins probably have differ- 
ent capacities for combining with aluminum. | ~ 
Since the net negative charge on protein in- 
creases on the acid side of its isoelectrical — “A à 
point, one might expect combination with’ — Br 
aluminum to increase as the pH decreases. E 
Lyon and Klotz® have shown that as the 
pH of an aluminum chloride solution de- 
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x creases the amount of aluminum which com- 


bines with “epidermin” increases, reaches 


a maximum at pH 3.51, and thereafter de- 
creases as the pH is Aik, lowered. They 
-also showed that at any given pH the type 


of anion present (chloride or sulfate) modi- 
fies the amount of aluminum which combines 
with proteins. Therefore, if one wishes to 
utilize the antibacterial activity of an alu- 


-< minum salt, it is necessary to know at what 
-= pH the solution is most effective and how 


the anion affects the antibacterial activity of 


the salt. 


Method 


In evaluating the antibacterial activity of any. 
= substance in the laboratory, 
- the tests employed reproduce as nearly as possible 


it is important that 


the conditions of actual usage. Previous work’ 
has shown that thin sheets of cornified epithelium 
(human callus) can support the growth of bac- 


teria if the sheets of callus are kept uniformly 
hydrated in an environment of high relative hu- 
- midity. The antibacterial activity of any compound 
-can be determined by comparing the growth of 
- bacteria on callus prepared in this manner with 


the growth on callus which has been similarly 
treated and, in addition, immersed in a solution 
of the compound to be evaluated. 

In the experiments now under consideration, 
pieces of callus cut from the sole of the foot are 
dried, sandpapered to a thickness of approximately 


0.4 mm., and cut into pieces about 1 cm. square. 
- They are weighed to assure uniformity. In order 
to remove as many contaminating microorganisms 
‘as possible, each piece of callus is soaked in 95% 
ethyl alcohol for 10 minutes, then hydrated in 
sterile water at 37 C. After 30 minutes, they are 
removed from the water and blotted between sheets 


of sterile filter paper. Each callus is then soaked 
for 15 minutes in 50 ml. of the antibacterial solu- 
tion under investigation. The calluses are again 
blotted between sterile filter paper and hung from 


- the top of a weighing bottle (4 cm. X8 cm.) 


which contains 20 ml. of 13% sulfuric acid solu- 


tion at 37 C. The air in the weighing bottles is 
thus maintained at a relative humidity of about 


93%. 


Under clinical conditions, wet dressings are usual- 


$ ly applied intermittently. In order to duplicate this 
procedure in the laboratory test, the calluses are 


immersed for a 15-minute period in the antibac- 


terial solutions three times at 2-hour intervals. 


After the three immersions, they are held in the 
weighing bottles at 37 C for 48 hours so that the 
moisture content of the callus may reach equi- 
librium with that of its environment. When at 
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i or 
equilibrium in an environment of 939% ste Per 
humidity, the calluses contain about 50 mg. of 
water per 100 mg. dry weight. 

One milliliter of a 24-hour broth culture of the y 
organism under investigation is added to 99 ml. of ame: 
sterile water containing about 0.1 gm. Polysorbate _ 
80 (U.S.P.). This serves as the basic inoculum 
for the calluses. As nearly as we have been able 
to determine, the presence of Polysorbate 80 alters 
the test in no way other than to permit more uni- 
form distribution of the 5al. of basic inocult 
with which the calluses are inoculated. Following 
inoculation, the calluses remain in the moist en- _ 
vironment at 37 C for 24 hours. At the end of 
this incubation period, each callus is transferred n 
to a milk-dilution bottle containing 50 ml. of- S 4 
sterile 1% trisodium phosphate (NasPO.. 12 H:O) — ee 
solution and shaken for 20 minutes in an Eberbach, — s- 
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box-carrier, shaking machine. The trisodium aes eS 
phate aids in the removal of viable organisms from nS 
the callus, but is used only on organisms which — | get 


are known to be unaffected by the phosphate. Since. oF 
coliform bacilli are killed by the phosphate, any 
calluses inoculated with these organisms are washed 
in sterile water. At the end of the wash period, — 
0.1 ml. and 1.0 ml. of the wash water are plated “9 
in Bacto-tryptase agar. The plates are counted — ie 
after incubation for 24 hours. At the time of — i 
inoculation, the number of organisms placed on 
the calluses is determined by adding a 5yl. aliquot 
of the basic inoculum to 50 ml. of a 1% sodium | 
phosphate solution and plating 0.1 and 1.0 ml. of 
this dilution. - 
A control callus which has been inoculated, but s 
not treated with any antibacterial agent is fre- 
quently included in any series of calluses. We 
know that it is impossible to wash all the orga- 
nisms from a callus. Nevertheless, when the size 
of the inoculum is known, as well as the number 
of organisms which can be washed from a control 
callus, it is possible to determine whether the 
material with which an experimental callus has - 
been pretreated is able to retard multiplication of 
the bacteria or even actually to kill them. This 
can be seen in Figure 1 in which Plate A shows 
the size of the inoculum; Plate B the number 
of organisms which can be washed from a control 
callus; Plate C the number which can be washed ~ 
from a callus pretreated with a good n 
agent, and Plate D from a callus pretreated with — CH 
a poor antibacterial agent. R 


Results 





vane from 1.20 fa 1.45 gm., and the acetic 
content from 4.24 to 5.11 gm. per 100 ml. 
This preparation is usually diluted l; 10 Pei 





ANTIBACTERIAL ALUMINUM SALTS 


Fiz. 1—Growth of mi- 
crococci on culture plates 
which show the number 
of organisms contained in 
0.1 ml. of (A) a dilution 
of the prepared bacterial 
suspension; (B) the wash 
piece of 


water from a 


callus inoculated without 
pretreatment; (C) the 
wash water from a piece 
of callus inoculated after 
vood 


treatment with a 


antibacterial agent; and 
(D) the wash water from 
a piece of callus inocu- 
lated after treatment with 
a poor antibacterial agent. 
Plates were incubated a 
37 C for 24 hours after 


being inoculated. 


fore being used as a wet dressing. In our 
hands, the pH of the diluted solutions has 
ranged from 4.2 to 4.5. 

In order to study the effect of pH on the 
antibacterial efficiency of Burow’s solution, 
samples were chosen which had a high and 
low pH, diluted to a 
0.125% (calculated as AlsOs), and used to 


concentration of 
pretreat calluses. After pretreatment, the 
calluses were inoculated with the type of 
inhabits the 


micrococci which commonly 





Blank—Dawes 





cutaneous surface. In the experiment shown 


in Figure 2, the antibacterial activity of 


Burow’s solution can be seen to be dependent 
on pH within a rather narrow range. Many 
such experiments were run. In the large 


majority of these experiments, Burow’s 
solution prevented the growth of micrococci 
more effectively at a pH of approximately 
4.5 than at a pH of 4.0. 

Aluminum chlorhydroxide solution was 


also studied at various hydrogen ion con- 


Fig. 2—Growth of mi- 
crococci on culture plates 
which show the number of 

from 
inocu- 
lated after treatment with 
Burow’s solution (0.125% 
AlO) at pH 468 and 
pH 4.00. 


organisms washed 


pieces of callus 
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Fig. 3—Growth of micrococci on culture 
washed from pieces of callus inoculated after 
tions (0.125% Al2O;) of different pH. 


centrations and at an AleOs concentration 
equivalent to that of solution 
(0.125%). Figure 3 shows plates from the 


Burow’s 


wash waters of a series of calluses pre- 
treated with aluminum chlorhydroxide solu- 
tions of varying pH and inoculated with 
micrococci. The antibacterial efficiency of 
this 
function of pH within fairly narrow limits. 


aluminum salt also appears to be a 
In numerous experiments of this type, alu- 
minum chlorhydroxide has been found to be 
more effective at a pH of approximately 4.0 
than at pH 4.5, the reverse of the findings 
with aluminum acetate. 

The low pH is not, in itself, responsible 
for the antibacterial activity of these alu- 
minum salts. Pretreatment of calluses with 
buffer solutions (sodium acetate and acetic 
acid or disodium hydrogen phosphate and 
citric acid) at a pH as low as 3.2 does not 
prevent the growth of micrococci. 

By the same techniques, saturated boric 
acid (pH 4.0) and half-saturated boric acid 
(pH 4.8) retard the 
multiplication of the micrococci. On the 
other hand, pretreatment of the calluses with 


can be shown to 


potassium permanganate solutions as con- 
centrated as 1:5000 has no effect on growth 
of the micrococci. 

(0.125% Al»O3), alu- 
minum solution (0.125% 
AlsO3), and saturated boric acid solution 
can each prevent multiplication of a coli- 


Burow’s solution 
chlorhydroxide 


form bacillus on callus under the conditions 
of these experiments. Potassium permanga- 
nate (1:5000) has no effect on growth of 
the coliform bacillus. Burow’s solution and 
aluminum chlorhydroxide seem to be effec- 
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plates which show the number of organisms 
treatment with aluminum chlorhydroxide solu- 


tive against the coliform bacillus at a pH 
of 4.0 or 4.5. 


Comment 


Aluminum acetate solution (U.S.P.) and 
aluminum chlorhydroxide solution have 
been shown to have antibacterial activity at 
concentrations commonly employed for wet 
dressings. Their antibacterial efficiency is 
pH-dependent within a fairly narrow range. 
This pharmacological action is not due to 
the low pH alone, nor, in the case of the 
chlorhydroxide, is it thought to be due to 
chlorine, since nascent chlorine is unlikely 
to be present at this low pH. 

Just why these two aluminum salts should 
not exert their maximum effect at the same 
pH is not apparent at this time. The amount 
of aluminum which combines with proteins 
depends on both pH and the type of anion 
present. The cation can form various com- 
plexes and the specific composition of the 
cation is known to be a function of the pH. 
Perhaps these are the factors which affect 
the ability of an aluminum salt to prevent 
bacterial multiplication in the presence of 
cutaneous proteins. 
solution is 


Aluminum = chlorhydroxide 


odorless and more stable than aluminum 
acetate solution, as regards both pH and the 
development of turbidity. Aluminum acetate 
solution may change its chemical composi- 
tion on aging. Aluminum chlorhydroxide 
solution at pH 4.0 is well tolerated by the 
skin of patients. 

Between pH 4.0 and pH 4.5 the alu- 
minum salts are better buffers than boric 


acid. Under the conditions described in this 
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-Summary 


. 


| Alu tum inum acetate solution, at a concen- 
ion nonly used in wet dressings 

` (0.125 % Al2O;), has been shown to have 
O SÉT Iger i antibacterial activity at pH 4.5 than 
4 ope d 4.0. J. The antibacterial activity of alu- 
mir inum c lorhydroxide, on the other hand, is 
at pH 4.0 than at pH 4.5. Each 








ast 













Bs stronger 
mee salt has a good buffer capacity, The chlor- 
_ hydroxide is odorless and is more stable 
than the acetate. Boric acid is also able to 
prevent multiplication of micrococci and coli- 
form bacilli on pieces of hydrated callus; 
-potassium permanganate in concentrations 
oe to 1:5000 is a poor antibacterial agent 
under the conditions of the test described in 
-this paper. 4 
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3 ; EREN Response to Ultraviolet Light 

= Demonstrated in Experimental Animals v: 
Eo JOHN M. KNOX, M.D.; A. C. GRIFFIN, Ph.D., and R. E. HAKIM, Ph.D., Houston, Texas 4 
=< During a lifetime, exposed areas of the light should be sought. Therefore, we have sao 
Be body are subject to large amounts of irradia- begun a series of experiments in an attempt __ 
a _ tion from sunlight. Unna was the first to to find satisfactory wey of accomplish wih 


= call attention to the high incidence of skin 
cancer among sailors exposed to sunlight,? 
A and his observation on the relationship be- 
= tween exposure to sunlight and the develop- 

~- ment of skin cancers has been confirmed 

by many others. Also, epitheliomas have 
been produced experimentally by subjecting 
; É: albino mice, rats, and rabbits to repeated ex- 
= —posures to ultraviolet rays produced by a 
mercury arc lamp.2* The carcinogenic wave 
lengths of the spectrum have been deter- 
mined to be between 2,900 and 3,341 A. In 


-~ experimental animals, the amount of effec- 
E tive midultraviolet radiant energy necessary 
Eo =- tọ initiate changes which culminate with 
e tumor formation is relatively small (63 to 
ag 84X 10% ergs/sq. cm.).° To a certain extent, 
= the length of the precancerous period varies 
NA - inversely with the daily dose of irradia- 
Be = tion. Carcinogenesis, once initiated proceeds 
~~ without further exposure to radiant energy. 
| Although animal studies cannot necessarily 
be transferred to man, similar mechanisms 
=. would appear to be involved. 
ee. Means of protecting humans from the 


y E harmful effect of chronic irradiation by sun- 


N 
pog 


~ Submitted for publication July 13, 1959. 
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oxy—benzenesulfonic acid (BSA) | 
para-aminobenzoic acid (PABA) can E 
ly decrease both the erythematous and 
carcinogenic response of albino mice to © 
ultraviolet light irradiation. Even when the 
process was accelerated by the intraperi- 
toneal administration of 8-methoxypsoralen 
(8-MP), these agents were highly effective. 
This report presents data obtained following 
the systemic administration of agents poten- 
tially capable of altering tissue responses to 
chronic irradiation. The antimalarials were 
selected because they have been found to be 
useful in the treatment of discoid lupus ery- 
thematosus,‘ solar dermatitis,®? and actinic 
keratoses in albino Negroes.1° BSA was 
chosen because it is an efficient wide-spec- 
trum ultraviolet-light absorber that is quite 
stable and resistant to degradation." 


Materials and Methods 


Chloroquine, Triquin, and BSA were ad- 
ministered in the diet to female, Swiss 
strain, albino mice. The animals were 
started on these studies when they were ap- 
proximately 8 to 10 weeks of age. Water ia 
and food (Purina Laboratory Chow) were 
provided ad libitum, and factors, such as _ ne 
room temperature and extraneous room — 3 
light, uen, may affect ultraviolet carcino- 4 
genesis * were constant for all cre mes 
included in these experiments. The mice 
were irradiated in their cages. Sources of 
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er Fis A PUNS a high in- 
A ensity mercury arc lamp f and a Wood’s 





Sa we S administered to accelerate the erythem- 
| ~ atous and carcinogenic response in the 
animals 
= When chloroquine and Triquin were 
x added to the laboratory chow, it was em- 
Fi _ ployed in a concentration of 0.25 gm. per 
ks kg. The benzophenone was mixed in chow 
| i... ina concentration of 5%. The animals were 
gd these agents for three weeks before the 











04 gm. 8-MP was PEE a aperkontally 
4 one hour prior to exposure. 
ae = Toxicity studies of BSA on male albino 
mice showed the compound to have an LDso 
oF 970+60 mg. per kg. body weight. When 
Tsy BSA was mixed in the diet of these 
animals, no particular effect was noted aside 
from a slight diarrhea, usually overcome by 
the 15th day. Autopsy performed after five 
/months of feeding did not reveal any signifi- 
~ cant change by gross or histopathologic ex- 
amination. 
i = Experiment 1—The effect of BSA on 
= the erythematous response following pro- 
longed ultraviolet irradiation with the mer- 
-= cury arc lamp was studied. Twenty animals 


t G.E. Uviarc lamp (UA-3). 
= łBlak-Ray, Model XX-15, long wave ultraviolet 
= (3,200-4,000 A. with maximum transmission at 
360 ] A.). Ultra-Violet Products, Inc, San 
Gabriel, Calif. 


a 


TaBLe 1.—The Effect of BSA on the Erythematous Response Following Prolonged Hike 
Ultraviolet Irradiation 3 








| No. of Animals Treatment Percentage of Erythematous Damage in Ears 
© Started/ | : 
a /Survived Drug Ultraviolet Irradiation No. Very Slight Slight Moderate Severe 
¢ 20 min/day for 5 months : 7, 
Controls at 50 cm. from mercury : ae 
Controls are lamp. oe 3% 27 % 57% 13% ~~ iy 
Energy Received 


1X10: ergs/sq. em. 


5% BSA in diet 








eid sony pe 


E To pe light. In some experiments, 8-MP- 


iia ate A 


ET LIGHT 


s < 


were oh BSA in their diet =A twenty 
animals were kept as controls. These ani- 4 ; 
mals were irradiated for 20 minutes daily 
over a five-month period at a distance of 
50 cm. from the mercury arc lamp. During 
this period, the animals received 1X10" | 
ergs of energy per sq. cm. Animals receiving 
BSA in their diet manifested less erythema SS 
and damage than the control animals. The © A 


* nl 


results are presented in Table 1. , = 





























Experiment 2.—This experiment was de- og 
signed to determine the effect of BSA on a: 
mice injected with 8-MP prior to irradiation. a 
with the mercury arc lamp. Twenty animals | 
were used as controls, twenty animals re- 
ceived injections of 0.4 mg. of 8-MP one `| 
hour prior to irradiation, and twenty aii 4 $: 
received BSA in the diet and were also i in- om 
jected with 0.4 mg. of 8-MP one hour prior me 
to irradiation. The above animals were ir- ioe 
radiated 5 minutes daily over an eight-month a 
period at 50 cm. distance from the mercury i 
arc lamp. The energy received was 41 X 108 4 
ergs per sq. cm, In the control animals 2 
there was no damage in 60% and slight 
damage in 40%. In those injected with — : 
8-MP there was moderate damage in 42% 
and severe damage in 58%: whereas, the 
BSA-fed animals that also received 8- MP 22 
injections showed no damage in 62% and 
slight damage in 37%. The results are = 
presented in Table 2. a 

Experiment 3.—The effect of BSA after ag 
8-MP injections and exposure to the pee 7 
ultraviolet wave lengths produced by a- 











































. 






123/571. aa 


ae 
aes 







f p fy 


4 . 
y 











a 5 ee 7 ey A ; Cs x EN KAA B Se ile A LS Si zi a 
Ei $i ` a d as eer ii - | ne eh . . i RSN 
E: A. M. A. ARCHIVES OF perusro126r seat 
7 sf r 3 ai 7 ; 
ee TABLE 2—The Effect im BSA in Mice Treated with 8-MP Prior to Irradiation na 
i. with Mercury Arc Lamp ate. 
o>? 4) 2 
$ = No. of Animals Treatment Degree of Damage Final Tumor Percentage Fx- 
a to Ears oi Mice 
: <i X Started/ 
By /Survived Drug Ultraviolet Irradiation : 
es > f : 
s 5 min/day for 8 months <a 
a 20/ at 5 cm. from mercury No damage (60 %) ao Pe Se ie 
eas /12 Controls are lamp. Slight damage (40 %) None ao eer 
es. ; j Ks STIS: ie =k SF 
ee: St Energy Received hae iy Bong ey eta, 
a ak: 20/ 41X10 *ergs/sq. cm. Moderate damage (42 %) R oF “es ; 
he /12 8-MP injected Severe damage (58 %) Tumors (58%) —— ee: ‘> 
s y 20/ BSA in diet and No damage (62%) E AN ae i 
B /8 8-M P injected Slight damage (37 %) None o <i y ea 
Fe. - =". 5 i 
ven i A Rr ms 
< Wood’s type lamp (3,200-4,000 A.) was mors developed in 29% of the ‘control es, 
Bs. evaluated. All of these mice were injected animals and an additional 21% manifested i 
~ with 0.4 gm. 8-MP one hour prior to ul- questionable tumors. There were no tt m ors as 
<a . . . I DAYA 
=  traviolet exposure. Twenty animals were in the group that received BSA. Results _ 
= utilized as controls and twenty animals were are shown in Table 3. regs oe 


| fed with 5% BSA in their diet. They were 
A" irradiated at a distance of 45 cm. for 5 
* minutes daily for 4 weeks, then 10 minutes 


¿© daily for 14 weeks, then 4 minutes daily for 
%2 weeks. The energy received was 11 108 
ee ergs per sq. cm. In the control animals all 
A a _ of the ears were severely damaged ; whereas, 
in the animals that received BSA in their 
diet, 15% showed no damage, 65% slight 
Re damage, and only 20% moderate damage. In 
= addition to the ear changes, many of the 
a control animals manifested eye damage and 
several developed cataracts. BSA adminis- 
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tration decreased eye damage and possibly 
decreased the incidence of cataracts. Tu- 
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TABLE 3.—Effect of BSA After 8-MP Injection and Exposure to Longer Ultraviolet Wave Lengths 


Experiment 4.—This experiment was a Se A 
repeat of Experiment 3, with a decreased 


amount of irradiation. During the five- A 
month period the animals received 3.6X108 
ergs per sq. cm. of energy. The results were > 
similar and are presented in Table 4. Ke 

Experiment 5.—Chloroquine, Triquin, — a 


and BSA were compared in this study. Two 
groups of 20 animals were fed chloroquine, 4 
two groups Triquin, two groups BSA, and | 
two groups were utilized as controls. The ' 
animals were irradiated with the mercury arc 
lamp over a six-month period. One group | 
of chloroquine-fed animals were acciden- 
tally overirradiated, and was lost to the study. 
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No. of Animals Treatment Degree of Damage Percentage of Tumors 
to Ears of Mice 
=a Started/ All mice injected Longer wave length ultra- rv 
a /Survived with 0.4 mg. 8-MP violet irradiation 3 
— (3,200-4,000 A.) 8 
Wa F € r 
* > 5 min/day for 4 wks.; then è 
oe 10 min/day for 14 wks.; All ears severely damaged. Questionable tumors (21%) 7 
2i 20/ then 4 min/day for 2 wks. (Most eyes damaged, Definite tumors (29 %) 
Z /14 Controls at 45 cm. from Blak-Ray many with cataracts) 
ane? lamp. 
Bes 
aN Energy Received 
Bie 11X10 + ergs/sq.cm. over 20 No damage (15%) 
mf 20/ weeks Slight damage (65 %) 
SS /20 5% BSA in diet Moderate damage (20%) None 
RS (Eyes seemed better 
ae protected) J 
Ses 
=. 124/872 Vol. 81, Apr, 1960 
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Treatment Degree of Damage Personnes of Tumors _ RS 
- to Ears of Mice 


All mice injected Longer wave length ultra- i 
with 0.4 mg. 8-M P violet irradiation ' ra, tae 


(3,200-4,000 A.) a 
No damage (14%) . 
5 min/day for 5 months Slight damage (14%) Questionable tumors (15 A 
at 45 cm, from Blak-Ray Moderate damage (14%) Definite tumors (43 %) 
Controls lamp. Severe damage (57%) 


Energy Received 
No damage (46 %) 
Slight damage (13 %) Questionable tumors (13 %) 
Moderate damage (20%) Definite tumors (13%) 
5% BSA in diet  3.6X10* ergs/sq. cm. Severe damage (20%) 






e final results are shown in Table 5. Comment 
hree agents definitely decreased both The 
> damage and the erythematous effect of 

tra violet light. Chloroquine and Triquin 
peared to be slightly superior to BSA in 
he dosages employed. 


mechanism of action of the an-  ~— 
+e F 





timalarial drugs in light-sensitive diseases — 
and lupus erythematosus is unknown. A x 
possibility, still widely considered, is that p ty 


Experiment 6.—In Experiment 6 the ef- these agents act by screening certain ultra- 


fect of antimalarials upon the erythematous violet gibi lengths from sunlight, thereby 
and carcinogenic response to irradiation ‘“iminishing the deleterious effect of such — 
~ with the mercury arc lamp was studied. Six "ays upon light-sensitive skin. The three ~ 
= groups of animals were included, with one Components of -Triquin tend to localize in — 
a u group being kept as controls and the other nucleated cells with the highest concentra- _ Ee 
-five groups receiving an antimalarial, 8-MP, tions being found in the liver and spleen, Be 
or both an antimalarial and 8-MP. The ani- While lesser quantities are found in the — 
mals received irradiation from the mercury kidneys and lungs. Of particular importance 
Saare lamp over a six-month period, and they is the observation that appreciable amounts _ 
received 62X 108 ergs per sq. cm. of energy. Of each drug are also deposited in the $: 
= Results are charted in Table 6. Both chloro- skin. 17" E 
= quine and Triquin decreased the erythe- Cahn et al.!° have expressed the view 
= matous and the carcinogenic response. that the abnormal, but not the normal, skin ES 
Although 8-MP increased the erythematous responses to ultraviolet light are altered, and aa 
response, it had little or no effect on the Hall?® reported chloroquine to have con- 4 
final tumor incidence. trolled solar dermatitis in three cases with- _ 
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k TABLE 5.—The Effect of Antimalarials and BSA on the Erythematous Response 

No. of Animals Treatment Erythema . ne 
yo 
~- Started/ i 
; fs /Survived Diet Ultraviolet Irradiation Normal Slight Moderate Severe 


15 min/day for 2 months; 
Centrols then 10 min/day for 2 mo. r 0% 33 % 37% 30 % 


Energy Received 
Chlorequine 52108 ergs/sq. em. 24% 66 % 10%, 0% 


Triquin 31% 58 % 5% 5% 





BSA 





8.5% 
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o 
= pout interfering with the tanning effect of 
i Sa sunshine. Recently, Shaffer et al.‘’ meas- 

ured the absorption curves of epidermis 
and corium taken from abdominal skin of 

a - normal volunteers, each of whom had in- 
= gested an antimalarial, while others acted 
E as controls, Quantitative measurement of 
~ the amount of these antimalarials (quina- 
~ crine, chloroquine, hydroxychloroquine, and 
= amodiaquin) in separated epidermis and 
= corium showed that antimalarials tend to 
| 4 = concentrate in the epidermis at an epidermis 
= /dermis ratio of 5-15:1. This was largely 
due to a greater affinity of the antimalarials 
= for epidermal protein, although relative des- 
= iccation of the epidermis may have played 
a partial role. However, the amount of 
antimalarials present in the epidermis was 
= not found to be enough to act as a signifi- 
3 cant physical barrier to the passage of ultra- 
< violet light and  spectrographic studies 
= indicated that the drugs had no perceptible 

a effect on ultraviolet absorption. The authors 

concluded, therefore, that the action of these 

antimalarials in suppressing polymorphic 

E: light eruptions was not due to a light-screen- 
ing effect. 

Kurnick 18 suggested that these com- 

_ pounds may have the ability to combine the 

nucleic acids and prevent the deposition of 
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Only 4 animals survived and 2 of these happened to have tumors. bir ng 


Haydu !° suggested that in rheumatoid ar- 
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l i 2 ix TANEK Aine ar h i SE ee we tee 
a i is RAT ia p 
= ALM. A. ARCHIVES OF DERMA 
| Bes ‘a ` Tante 6—The Effect of Antimalarials on the Erythematous and Carcinogenic t. SAA 
O Response to Irradiation with the Mercury Arc Lamp | e 
JEPE : as 
=) Erythematous i ae 
Er $ No. of Animals Treatment Effect Percentage of Tumor Incidence ; 
wo. a. l ` 
= al = Started/ Degree of At Conclusion After Additional 3 
a /Survived Diet Irradiation Erythema of Experiment Mos.’ Observation 
. 3 10 min/day for 6 months 
ia 20/ at 50 cm. from mercury , 
ae /ul Controls are lamp. Severe 50% 50% ; 
E } 
ea 14/ Energy Received 
Pa /4 Chloroquine 62X10*ergs/sq.cm.,ofwhich: Slight 20% 50% * 
“Se 14/ 
= ae /4 Triquin 34X10? ergs/sq. cm. L.U. Very slight 18 % 25% 
— | 20/ 16X10* ergs/sq. cm. M.U. A 
a att /5 8-MP 1210* ergs/sq. cm. S.U. Very severe 36 % 40% 
Rew. 20/ a Bs 
; m Chloroquine ~~ EX, 
& 8-MP Moderate 30 % 2%. HE A NE 
20/ os ae 
/8 Triquin & ; Bins 
8-MP Moderate 9% 12% Ail = 


to form . collagenous lesions. 


thritis the tissue requirements for adenosine- — 
triphosphate were increased, and in 1953,20 — 
he advanced the possibility that antimalarials £: W 
may act by means of adenosinetrophosphate _ “hed 
inhibition. Earlier, Bovarnick et al”! re- X 3 
ported that substances of the quinine group 
have an adenosinetriphosphate sparing ac- 
tion. Lerner and Lerner have stated that 
the action of quinacrine and chloroquine 
may be the result of their effect on flavin 
enzymes.?”? 
The mechanism of action of BSA is also 
unknown; however, it is an excellent wide 
spectrum ultraviolet absorber. Van Allen 
and Tinker ?® studied the ultraviolet absorp- 
tion characteristics of a number of substi- 
tuted benzophenones and they found definite 
differences in absorption between benzo- 
phenone, 4—hydroxy—benzophenone, and 
2,4—dihydroxybenzophenone. Since a hy-  — 
droxy group ortho to a carbonyl group was 
found to be characteristic of these ultraviolet 
absorbers, one could conclude that this struc- 34 
ture is associated with the stability and 
internal anergy conversions of these mole- 
cules. Benzophenone compounds are stable _ a 
and have eaceptionally wide absorption 
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2 ii, x SPIA from short wave ultra- 
violet almost to visible light. 

a 

3 = The importance of these findings lies in 

met J fact that systemically administered anti- 






mala: rials and BSA reduce the incidence of 
er € perimentally produced skin cancers in 


eo -albino mice. Since these findings may or 
te may not be transferable from experimental 
animals to man, a well-controlled, double 
| blind study has been initiated. The present 
sa plani is to keep approximately 200 individu- 
als under careful observation for a five-year 
sena One half of these patients take 
chloroquine, 250 mg. daily, and the other 
half take an identical placebo tablet. At the 
_ present time, we have 180 patients who have 
been on chloroquine, or the placebo, for 
sA eet to ten months. We have just reviewed 
our data on these patients, and to date, there 
is no statistical difference between the group 
taking chloroquine and the group taking 
S the placebo. Most of these patients are 
elderly individuals, and all were obtained 
Fi a from the Skin AA Clinic of Jefferson 
mn Davis Hospital. Unlike our laboratory ani- 
a mals, these individuals have been exposed 
to ultraviolet light for years prior to the 
, administration of chloroquine, and it was 
not expected that differences would be noted 
in a short period of time. As data is accu- 
; k mulated, evaluations will be made periodic- 
= ally. It will be a significant step forward if 
it can be proven that the oral administration 
_ of a relatively harmless drug, such as chloro- 
ne quine, can reduce the incidence of cutane- 
-= ous carcinoma. 
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Summary 


Albino mice were irradiated with ultra- 
= violet light in order to determine if the 
= erythematous and carcinogenic response 
= could be inhibited by the oral administration 
of selected agents. 

Chloroquine, Triquin, and BSA were 
i = found to be effective in decreasing both 
S parema and carcinogenesis. 
Chloroquine is now being evaluated in a 
double blind clinical study to determine if 
e drug will inhibit actinically induced hu- 
man skin cancer. 
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The authors wish to express hae sr sprain M 
to Mr, Fred L. Jeu for his assistance in the care _ ae 
and maintenance of the animals employed in these 
experiments. 
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The antimalarials were supplied by Winthrop. 2 S RE 
Laboratories, 1450 Broadway, New York ( 18), f; 
and 3-benzoyl-4-hydroxy -6-methoxy - benzenesul- a ; 
fonic acid (Uvinul MS 40) by the Antara Chemi- 
cals Division, General Aniline & Film Corp., 435 


Hudson St, New York (14). a 4 
Department of Dermatology, Baylor University a 
College of Medicine. : AE 
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= Ever since Alibert’s first description 
322),1 and since Bourdillon’s thesis 
‘1 888) ? on the association of psoriasis 
and arthritis, there has been controversy 
= about the nature of the arthritis. Is it an 
Sk entity or a form of rheumatoid arthritis 
or infectious arthritis? For a possible 
= answer to this question, we have performed 

clinical studies and serological tests to as- 
= certain whether psoriatic patients with 
-~ arthritis have a different disease from rheu- 
matoid arthritis. 


i? Arthritic Findings 
3 x The American Rheumatism Association 
Ey (1958) has proposed diagnostic criteria 


for rheumatoid arthritis, in order to obtain 
more uniformity in cases so listed. For 
a diagnosis of classical rheumatoid arthritis, 
they have listed eleven characteristics, of 
which seven must be met. The symptoms 
must be continuous for at least six weeks 
in order to be valid. Some of the more 
important criteria are as follows: morning 
stiffness, swelling in at least one joint in 
an interval of not more than three months, 
symmetric joint swelling, subcutaneous 
nodules, x-ray changes typical of rheuma- 
toid arthritis, positive agglutination tests, 
and characteristic histologic changes of the 
synovial membrane and of the subcutaneous 
nodules. 

In our presentation, we shall discuss the 
differences between rheumatoid arthritis, 
and arthritis in association with psoriasis, 
with emphasis on the above criteria. Im- 
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portance has been placed on the symmetri- 
cal nature of rheumatoid arthritis, which is 
lacking in arthritis with psoriasis, whether Br 
it be rheumatoid or the psoriatic distal ine. 
terphalangeal type. In the latter, various EH 
joints are involved at various times, and it — 
is not until the later stages of the disease - 

that it may resemble rheumatoid arthritis.® ve 


In psoriasis, the arthritis may start with an _ Be 
acute swelling of a single joint in the foot SA 
or in the hand. Because of an increase of ai 
serum uric acid that may be found in 
severe psoriatics, a diagnosis of gouty ` 
arthritis may be entertained. However, the Bt 


characteristic involvement of other joints — ~ 
makes the diagnosis of psoriatic arthritis. 


The subcutaneous nodule is regarded as 
one of the most characteristic lesions of — 
rheumatoid arthritis, and occurs in about j i 
20% of such patients. The almost complete | 
absence of these nodules in psoriatic arthri- 
tis has been noted.4 Bollet and Turner ® 
consider their absence one of the most im- 
portant pathological differences between 
the two types of arthritis. Sherman‘ noted 
that none of her psoriatic patients had iritis 
or cardiac changes, findings not uncommon a 
in patients with rheumatoid arthritis. = 


The roentgenologic findings are grouped 
into two categories. The first group con- 
sists of changes characteristic for rheuma- SAD 
toid arthritis: generalized demineralization 
of bone, narrowing of the joint spaces, some 
erosion about the articular surfaces, and | a 
soft tissue swellings. The second group is i 
atypical for rheumatoid arthritis, for there 
are destructive changes in the terminal in- A 
terphalangeal joints, with hypertrophic 
changes about these joints. Unlike rheuma- 
toid arthritis, there is a lack of generalized 
demineralization of bone. Clinically the a 
hands show these changes well, for the 

p- 
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Pehrcuriatoid aie sings the fusiform swell- 
ae ing of the fingers, with swelling of the 
T proximal phalangeal - joints, while the 
3 -= psoriatic type shows no, or at most, minimal 
involvement of the proximal joints. In the 
latter, gross destruction of the bone ends 
may be so pronounced that they may look 
as though they had been put into a pencil 

= sharpener. Clinically, a telescoping of the 
-fingers may be seen in such advanced 
E cases, 
a _ The incidence of arthritis among psoriatic 
i _ patients varies with authors. O’Leary re- 
-H ported a 15% incidence, which was in 
3 _ agreement with Lobitz and Brunsting, who 

Ee -found arthritis in 14% in a series of 500 
pi unreported cases.” This high figure most 

-likely represents the patient material at the 
> E Mayo Clinic, where more severe psoriasis 
a | < ‘is seen. Lower figures however, have been 
= found by others. Epstein,’ and Pillsbury et 
ae al.® give a figure of 1%, which probably 
A -represents a truer percentage of arthritis 
E in psoriatic patients. 


ae ee 


S 3 = The development of arthritis is more 

7 likely to occur in male than in female pa- 
; Ei 3% tients, despite the fact that psoriasis is 
= probably more common in the female. In- 
=. terestingly enough, rheumatoid arthritis is 


also more common in women, in about a 
== two-to-one ratio. 
ia 
ae Cutaneous Findings 


s Skin manifestations may vary, but for 
E the most part they are atypical in character 
= and distribution. The lesions are usually 
= exudative and extensive, sometimes to the 
= degree of generalized psoriatic erythro- 
derma. The palms and soles may be in- 
volved with a pustular component, and the 
condition is then called pustular psoriasis. 
Sometimes, exudative pustular psoriasis 
~ may develop with the onset of acute periph- 
eral rheumatoid arthritis. Epstein ob- 
served, in his series of 33 psoriasis patients 
with arthritis, an 18% incidence of pustular 
= psoriasis. The psoriasis of the patient with 
-arthritis has been found to be particularly 
= resistant to treatment. Most observers claim 
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A. M. A. ARCHIVES OF DERMATOLOGY 


that there is a parallelism between the 4 
psoriasis and arthritis, for when there is 
an exacerbation of the psoriasis, the arthri- 
tis flares, and when there is a remission, 
the arthritis improves.*!° O'Leary! has 


found that after the Goeckerman regimen — 


of coal tar and ultraviolet irradiation, the 
arthritis improves. He advocated this treat- 
ment for the arthritis as well as the | 
psoriasis. However, Wright,’ and Sher- bys 
man * were unable to confirm this observa- 
tion. The exacerbation of the arthritis — 
during severe flares of the psoriasis has its 
parallel in rheumatoid arthritis, which is 
often aggravated by a variety of intercur- 
rent diseases. | 
There is a similarity between psoriatic 
arthritis and keratosis blenorrhagica with y 
arthritis. The psoriasiform lesion of kera- 
tosis blenorrhagica may resemble psoriasis 
superficially, but Epstein 8 has pointed out = 
that the scaling differs from that in — 
psoriasis. Formerly, keratosis blenorrhagica 
was thought to be primarily associated with 
gonorrheal urethritis and arthritis, but 
Reiters syndrome of arthritis, conjuncti- 
vitis, and nonspecific urethritis is also as- 
sociated with keratosis blemorrhagica. 
Confusion arises, particularly, when pus- p’ 
tular psoriasis of the hands and acute 
arthritis of the peripheral joints are asso- 
ciated with the loss of the mails. The 
clinical picture may resemble keratosis 
blenorrhagica, or acrodermatitis continué of 
Hallopeau. The presence of psoriasis else- 
where may clinch the diagnosis. 





Probably the most important finding is in i 
the psoriatic nail, for in some way the 
alterations in the distal phalangeal joint 
seem closely related to the nail changes. 
Wright 1? found nail changes in 87% of A 
his 34 patients with arthritis, in contrast 
to 18% of his uncomplicated psoriasis pa- 
tients. He believed that the psoriatic nail 
was more important than the cutaneous | 
psoriasis, for although skin changes and ~ 
arthritis were synchronous in only ee 
the psoriatic nail was present in 32% of | ae 2 
the arthritics. ihe 
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Be 
Fa E = Serological Studies 


$, -Serological testing of patients with rheu- 
a -matoid arthritis started when Cecil et al., 


if: 1930) 13 found that serum from these pa- 
-~ tients would agglutinate certain strains of 
3 streptococci 






Later, Waaler (1940)! ob- 


-served that such serums would also ag- 
 glutinate sheep cells sensitized with rabbit 
Ea anti-sheep-cell- serum. This finding was 
a utilized by Rose to establish a diagnostic 
= est for a factor in the blood of rheuma- 
K toid patients that is either absent, or present 
‘in only minimal amounts, in the serums of 

È normal persons. The positive agglutination 
= test results from an interaction between the 
rheumatoid factor and a particulate body, 
= whether it be sheep cells, streptococcal 
strains, or latex particles. These bodies 
-~ must be coated by a sensitizing factor which 
_ is present in the y-globulin that is added. 


ase The latex test has been shown to be the 
~ most simple of the agglutination tests. 
_ Singer and Plotz ! have modified their test 
_ further by using the patients’ own y-glob- 
~ ulin. By their technique they were able to 
i ‘obtain positive results in 90% of pa- 
a tients with rheumatoid arthritis. Agglutina- 
tion may fail to occur in the presence of 
high concentration of positive serums, in 
-the pattern resembling the prozone of some 

antigen-antibody reactions." This prozone 

phenomenon requires divalent cations, prob- 
= ably Ca++ and Mg++, and is dependent 
on a_temperature-labile substance. This 
= substance must be inactivated by heat be- 
fore the test is performed. Chelating Ca++ 
and Mg++ with the trisodium salt of 
= edathamil eliminated this prozone phenom- 
— enon. 

_ Treatment by cortisone, phenylbutazone, 
or gold may suppress the latex fixation test 
_ by damping the activity of the disease. This 
damping effect parallels the lowered sedi- 
mentation rate. However, patients under 
cortisone control may still show positive 
Ey litex fixation tests.” 

= Both the Rose sheep-cell test and the 
i Ea fixation test have shown nearly com- 
plete negative results for arthritis with 







~ + 

















psoriasis. McEwen et al.” observed only aa 
one positive result for their mo a 
cell test in 51 patients with pee distal inter- 
phalangeal arthritis. He found no positives i 
in another 25 patients with a rheumatoid E 
type picture and psoriasis. Wright ™? found x 
only 2 of his 34 patients were positive, and — a 
one of these showed subcutaneous nodules, E- 
a criterion for rheumatoid arthritis. With 
the newer latex fixation test, these same a 
consistently negative results have been ob- ~ 
served in psoriasis with arthritis.® . 


Electrophoretic Studies 


The first electrophoretic studies for rheu- ae 
matoid arthritis were performed by the š. A A 
Tiselius apparatus, but in the past eight PA 
years paper electrophoresis has been uti- E l 
lized, because of the greater simplicity of : 
the technique. Svartz 7° observed an increase ae 
in the æ- and y-globulins, while Lövgren”! _ aK 
found a slight decrease in the albumin as- 2 
sociated with a possible increase in the | a 
B-globulin. Perlman and Kaufman (1946), 22 Fost E 
in a series of 23 patients, observed an insg ; 


ay 
crease in a-globulin in the early stages, fol- 4 
lowed by an increase in y-globulins. Routh — ~ 
and Paul** found in 46 patients a marked 
decrease in albumin, a moderate increase in 
B-globulin, and a marked increase in a- and ~ 


y-globulins. 


Soon after the discovery of corticotropin oe 
(ACTH), Jonsson (1950)?4 noted that its 
administration to a rheumatoid patient 
lowered the y-globulins and other proteins | z ; 
to normal levels. Laurell, working with 11 — ig 4 
patients with rheumatoid arthritis, found ~~ 
that corticotropin decreased the initial high ‘ae 
œ- and y-globulins to normal levels, at the 
same time increasing the lowered albumin j i 
to normal. The £-globulins were not in- a 
fluenced by the corticosteroids. SH 

The only report on electrophoretic pat- sa 
terns for psoriatic arthritis is by Lagerholm — a 
et al., (1957), who observed moderately | S 4 
elevated a-2- and -globulins, a finding also 
seen in rheumatoid arthritis. Ba 


131/579 


T NET rA 














; “a8 ie TAR ki SE oe one eae 34) eae 
Y wi J Pe Pa yey ` > 
A ` Summary His iio of Forty Patients with Psoriasis id: | Arthritis ps 
we Latex uF oe" 
‘al Age, Fixat. ESR, A/G, Albu- a-l-Glob- a-2-Glob- 8-Glob- +-Glob- 2 ke. F 
aoe. No. Sex Type Test Mm/Hr. Ratio min ulin ulin ulin ulin Activity, Medication = 
© “Normal Neg. 0-20 14.5 50-60% 46% 810% 12-14% 12-18% Fgh 9 
Ero i 4M R Neg. 58 0.82 45.1 48 8.1 14.0 28 Active, aspirint 
Bis -2 36M R Neg. 57 0.56 35.9 4.7 14.9 17.6 26.8 Active, aspirin 
` 3 52M -R Neg. 58 0.72 41.7 6.6 10.0 17.5 24.2 Active, phenylbutazone 
ee 4 34M C Neg. 30 1.07 51.6 4 8.1 19.3 17 Active, aspirin Di 
Rh, 5 5M R Neg. 10 1.01 50.3 4.6 9.0 14.3 21.8 Partial remission, apis: 
Se 6 sF ©- Neg. 24 0.89 47.0 5 10.1 15.9 22.0 Partial remission, aspirin _ 
BoT 36M Ps Neg 1 115 53.6 3.3 2.1 19.9 21.1 Remission, aspirin 
mu. § AF C Neg 10 0.91 47.6 6.9 9.9 14.3 21.3 Partial remission after 
S cortisone discontinued 
Se) 66M © 1120 115 046 31.4 4.5 11.1 19.2 33.8 Chronic active, hospital- 
L, Pi. ized 13 years 
ee» 10 6M R 1:2560 37 0.60 37.4 4.8 12.0 15.7 30.1 Chronic active, rheuma- 
- jà ye toid nodules, aspirin — 
. ie i 54F C Neg 74 0.56 35 5.5 10.5 20.4 27.8 Chronic arthritis & 
a psoriasis, exfoliative 
ee v 41F R Neg 1 0.71 41.6 6.7 9.8 18.4 23.5 Partial remission with — 
4 AA phenylbutazone AET 
ee’ 43 28F R Neg 4 1.04 511 6 13.5 14.8 14.6 Remission, aspirin 
HN 14 51M Ps Neg. 15 0.56 36 6.3 16.5 22.8 18.4 Chronic active, aspirin 
arp.” 16 56M Ps Neg. 45 1.10 52.5 5.3 11.2 12.5 18.5 Arthritis in remission, _ 
“a E “ f psoriasis exfoliative 
Ee 16 5M © Neg 76 1.52 60.2 4.1 8.8 11.4 15.5 “Vaccine” treatment, 
i remission 
Fs 17 58M R Neg. 12 1.96 66.0 2.8 6.2 10.8 14 Remission 
mar. 18 6s7F è R 1890 1 143 589 3.9 9.2 11.4 16.6 Burned-out arthritis, 
A rheumatoid nodules, 
en - aspirin 
se 19 3F R 1.160 12 1.44 59.0 4.9 7.1 8.9 20.1 Remission of arthritis, 
xe fe: severe psoriasis, sae 
ot rheumatoid nodules __ 
a - 20 31 C Neg 2 1.01 50.4 6.7 12.6 12.4 17.9 Partial remission, aspirin 
_ Saas 4M CO Neg 1 0.85 45.9 6.3 12.3 15.9 19.5 Methylprednisolone 3 
Be | (Medrol) 4 mg. q.d, 
Bee we active Bl 2 3 
Ès 22 40F R Neg 0 0.72 42 7.7 15.2 17.9 17.2 13 mg. prednisone q.d. pr IAEN 
ae: 45M OC Neg 40 092 48 4 10.5 11.2 26.3 Cortisone 75 mg. ait cee 
Res? active hee s 
SE 24 37M. R Neg 5 1.08 52 5.3 10 17.3 15.5 Prednisone 20 mg. q a De | i 
er BS 3M R Neg 9 126 558 4 9.7 14.5 16 Dexamethasone 0.75 
ee x mg. q.d. : 
ae 26 “6M - Ps Neg. 36 1.03 508 5.6 12.7 17.5 13.5 ‘iriarpctiéteia Bier ae 
Eo 27 4F R Neg. 42 1 Ë 3.9 7.8 17.2 14.1 Corticotropin 30 units 3 
‘Se q.d. 4 
2a 28 3232F R Neg. 7 1.60 61.5 3.4 8.1 12.1 14.9 Triameinolone4mg.q.d. 
| 29 32M. R Neg. 34 0.51 34.0 4.6 12.4 13.7 35.2 Prednisone 4 mg. q.d., | 
ay but uncontrolled € i 
"B 30 M R Neg es: ee 5.7 9.3 14.7 17.7 ‘Triameinolone12mg. — 
i q.d., cortisone 12 mg. $5 
a q.d., exfolitated i. lees 
Bre ts, psoriasis Pe 
pe 31 “M O Neg. 9 104 510 59 14 16.3 15.6 Prednisone 4 mg. q.d, — | 
o f é exfoliative psoriasis te | 
ae 32 MM R Neg. 4 1.02 50.5 5.2 9.5 16.7 18.1 Triameinolone 4 mg. q.d. 3 
AV 33 aM R Neg. t “20 iB 5.6 10.6 17.9 14.3 Prednisolone 7 mg. q.d., 4 
me e exfoliative psoriasis 
ea A. 5M C Neg. 25 139 681 4.7 11.0 13.3 12.9 Prednisolone 7.5 mg. q.d. 
ie 35 33M. Ps Neg. 2 Remission, aspirin 
“aa 36 683M R 1:160 3 Rheumatoid spondylitis, 
meee S “burned” out 
Dae 48F R Neg. 24 Aspirin, remission 
a 33 me BR Neg. 58 Severe arthritis & Bc? 
; he wi ; pustular psoriasis eSa 
>< 39 41M Cc Neg. 33 Severe psoriasis, i aa 
‘54 slight arthritis | 
Bat ay IM R Neg. 27 rt Active psoriasis & 3 
= ae or arthritis, aspirin 3 
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| eS £ Clinical ‘ead Laboratory Studies 
ay E _ Bory patients wih psoriasis and arthritis 


tion pies, The patients were obtained from 
Eih Long Beach Veterans Administration 
Hospital, the Los Angeles General Hospital, 
= the White Memorial Hospital, and from 
F private practices of dermatologists and 
= rheumatologists. Roentgenographic studies 
A and clinical photographs were made when- 
= ever possible, with emphasis on the bony 
p: changes of the hands and feet, the sites 
most involved in psoriatic arthritis. 
Twenty-nine men and eleven women were 
studied. The number of male patients may 
be weighted, because many of the patients 
came from the Long Beach Veterans Ad- 
ministration Hospital. However, the pre- 
_ dominance of males over females was 
found elsewhere. The patients ranged from 
the ages of 28 to 76. The average age of 
development of the psoriasis was 29, while 
the development of arthritis occurred at 
about 34. Psoriasis developed in 9 of the 
_ patients in their teens, while in 5, psoriasis 
ay $ appeared after 40. The earliest age of ap- 
pearance of psoriasis was 14, the latest 67. 
_ Arthritis developed, usually, in about 5 
years after the onset of psoriasis. Arthritis 
developed in 5 patients before psoriasis; in 
12 at the same time, and in 23 after the 
onset of psoriasis. 
Of the 5 patients with arthritis before 
the onset of psoriasis, 3 had relatively short 
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Fig. 1—Distal interphalangeal arthritis with loss 
of nails. 





ad et al. 


peas Fre ame - - 2 F sA b 7 







intervals RATAR the two (1, 2, and 3% 
years). They were unable to state whether 4 Be 
there was psoriatic involvement of the nails ` 
before the onset of arthritis. Two patients | 
had longer intervals between the onset of — — 
arthritis and psoriasis (10 and 30 years). 
However, the latex fixation tests for both 
were positive, and their histories and clin- ` 
ical findings suggested strongly that they 
had rheumatoid arthritis, with psoriasis de- — 
veloping later as a separate disease. The — 
patients who developed psoriasis and ar- 
thritis at the same time may have had 
psoriasis in an unnoticed form before the 
arthritis, but in many cases both developed 
acutely, sometimes with the pustular form — 
of psoriasis. 





The patients showed three types of joint 
involvement: 
1. The psoriatic type, with involvement of the 
distal interphalangeal joints 
2. The rheumatoid type, with involvement of the 
proximal phalangeal joints and the large 


joints, i.e, hips, knees, elbows, wrists, and 
ankles 


3. A combination of the above two types 

Twenty-two of the patients showed the 
rheumatoid type of joint involvement, while 
six showed only involvement of the distal 
interphalangeal joints. However, another 12 
patients showed both types of arthritic in- 
volvement. The usual psoriatic develops in- 
volvement of the larger joints with time, 2a 
and many with the rheumatoid type may O 
develop the distal interphalangeal arthritis. 


Fig. 2- Psonalie arthritis with extensive bone 
and nail destruction. 








Fig. 3.— Advanced destructive arthritis with 
shortening of the thumbs. 


Thus, the division of the arthritis into three 
types may be simply an artificial means of 
classification. Many of the patients with the 
rheumatoid type of psoriatic arthritis had 
been diagnosed as rheumatoid arthritis, al- 
though most did not show typical features 
of advanced rheumatoid arthritis, particu- 
larly as seen in the hands, namely, the 
marked ulnar deviation of the hands with 
the atrophy of the interosseus muscles. In 
advanced psoriatic arthritis, there is marked 
shortening and deformity of the fingers. 


Twenty-two of the patients found a defi- 
nite association between the severity of the 
arthritis and the psoriasis. Seven denied 
the association, but some of these patients 
had such severe forms of both that it was 
difficult for them to deny or confirm any 
association. Four patients with recent dis- 
ease had not yet formed opinions about the 
association. 

Three of the patients had been suspected 
of having gouty arthritis, but this original 
diagnosis could not be substantiated. 


Nearly all of the 40 patients have had 
persistent severe forms of psoriasis, re- 
sistant to treatment, and requiring multiple 
hospitalizations. Twenty-two of the patients 
had had periods of psoriatic erythroderma 
requiring long hospitalization. During the 
period of severe exfoliation, many showed 
severe arthritis. Nine patients had pustular 
psoriasis involving the nail bed and the 
skin. Two patients developed a picture sim- 
ilar to acrodermatitis continué, with loss of 
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Fig. 4—The rheumatoid type of psoriatic ar- 


thritis with swelling of the proximal phalangeal 


joints. 


nails and extreme pustulation of the ends 
of the fingers. One of them also developed 
acute arthritis that involved every periph- 
eral joint. Biopsy of a psoriatic plaque on 
the penis confirmed the diagnosis. The other 
patient, presented at several dermatological 
meetings as acrodermatitis continué, now 
has typical psoriasis of the trunk and ex- 
tremities. 

One of the patients, during an acute at- 
tack of pustular psoriasis, developed con- 
junctivitis and urethritis along with arthritis, 
a triad consistent with Reiter’s syndrome. 
Another patient has had two attacks of iritis 
with his acute episodes of psoriasis and 
arthritis. Nevertheless, his latex fixation test 
was negative. 

Treatment has been, for the most part, 
ineffectual. Corticoid drugs, in particular 
triamcinolone, in fairly high dosage, have 
been given, with initial improvement of both 
the psoriasis and arthritis, but lowering of 
the dosage even to a slight degree was fol- 
lowed by flares of both. Sixteen of the 
patients when examined were on corticos- 
teroids, and nine of these, despite high 
dosages, still had severe psoriasis. Four of 
the patients were still exfoliating, and had 
been so for more than five years, despite 
high dosages of steroids. One woman had 
been using 30 units of corticotropin intra- 
muscularly every day for three years, with 
persistent psoriatic involvement of half her 
body. While on this medication, another 
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2 E ur deyetaped raloor symptoms, and treat- 
4 yee ment was stopped. Two of the patients were 
still on phenylbutazone (Butazolidin), but 
; Nifret patients had to discontinue this medi- 
F cation, one for acute flare-up of the psoria- 

= sis, and the other two because of blood 


4 dyscrasia. 
_ Recently, the antimalarials have been ad- 
= vocated for arthritis. Three patients who 
= were given chloroquine developed severe 
= reactions, with acute flares of psoriasis. 
One of them exfoliated, and required pro- 
=- longed hospitalization, but, fortunately, 
~ treatment was discontinued in the other two 
before this occurred. However, two pa- 
tients who were given cholorquine, and 
another who was given quinacrine hydro- 
chloride (Atabrine) in Burma, did not 
suffer adverse effects. One of these patients 
was changed from chloroquine to hydroxy- 
- chloroquine sulfate (Plaquenil), at which 
time exfoliation developed. One patient with 
= minimal psoriasis developed arthritis and 
= psoriatic erythroderma in 1927 after being 
= given neosalvarsan for the psoriasis. Since 
ae then, this patient has continued to have 
= severe arthritis and exfoliative psoriasis, 
‘resistant to treatment. Three patients de- 
veloped penicillin allergy, two of whom 
exfoliated after the reaction. One developed 
arthritis during the period of exfoliation. 

Emphasis has been placed on the nail 
involvement. In all of the 18 patients with 
distal interphalangeal arthritis, there was 
usually severe nail involvement. However, 
8 of the 21 patients with the rheumatoid 
type of arthritis denied nail involvement of 
any severe degree, some showing only minor 
=~ pitting. It should be restated that nearly 
~- all of the 40 patients had severe psoriasis, 
and severe involvement of the nails could 
= thus be expected. | 

The latex fixation test was used to de- 
_ termine the presence of the rheumatoid fac- 
tor in these patients. Only 5 of the 40 
patients had positive titers. Two of the 
patients had negative titers until chelation 
and heating to destroy complement was em- 
a bag Their titers then became strongly 
Positive (1:1,280 and 1:2,560). 
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Only 3 patients showed rheumatoid ned 
ules during observation, and all had positive | @ 
latex fixation tests. The rheumatoid nodule A x 
is one of the characteristic lesions of theu- 
matoid arthritis, and its presence may pre- $s q 
suppose a positive latex fixation test. Of | i 
the 5 patients with positive tests, only one iad 
patient showed definite psoriatic arthritis. — 7 
He demonstrated, however, the mosi 
marked elevation of globulins in the electro- — 
phoretic studies, the A/G ratio being 0.46. — 
None of the patients on cortisone showed a 
positive latex fixation tests. HA 

Electrophoretic studies were performed 
on 34 patients, and the patients were evalu- DA H 
ated as to clinical activity and medication. E oe 
Fourteen of the patients were on corticos- a 
teroids, and two were on phenylbutazone. 
The other 18 were on aspirin * only, although k E, 
one patient was on a vaccine of questionable 4 z 
origin. Of the 21 without epee a 
10 showed the rheumatoid type of involve- 
ment, 3 the psoriatic type, and 8 the com- — E 
bined type. These patients with clinical © 
activity showed abnormal A/G ratios, ion 4 
with abnormal changes in the electropho- 
retic patterns. Ten showed lowered albumin à A 
levels, and fourteen had elevated y-globu- 
lins. The elevation of the B-globulins was ~ 
remarkable, for 13 showed elevated levels, | 
while only 7 showed elevated a-2-globulins, “a 
the important elevation in patients with 
rheumatoid arthritis. The patients in clin- 
ical remission showed lowered y-globulin 
levels, with elevation of the albumin to more Bet 
nearly normal values. The 14 patients on E- 
corticosteroids showed the effect of this 4 
medication on the patterns. Only 4 showed _ 
elevated y-globulins, which were not » 
marked, except for one patient with severe A 
involvement, uncontrolled by prednisone, 4- 
mg. q.d. Elevated -globulin levels, seem- 
ingly unaffected by corticosteroids, were a ; 
found in 9 of the 14 patients, while 6- = a 
patients continued to show elevated a-2- a 
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globulins, with only 3 showing any on S 7 
siderable elevation (12.4%, 12.7%, a E 
15.2%). Four of the patients still e e 
ra a E R Bes 

* Acetylsalicylic acid. ie 
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be 5 "decreased albumin levels, but not to the 
>. M ae 

oe RS! -extent found in the patients not receiving 
= steroids. Thus, steroids seem to revert the 


serum proteins to normal levels, with the 
` possible exception of the 8-globulins. Since 
-= B-globulin increase is seen in liver disease 
and nephrosis, liver function tests were per- 
œ- formed on 13 patients. No significant liver 
=~ disease was found in any of the patients. 
Only two of the patients examined admitted 
Re alcoholic excess; one of these patients had 
= a B.S.P. retention of 15% in 45 minutes, 
© — while the other had negative tests. The pa- 
tient with a -globulin of 22.8% had a 
-  BS.P. test of 8.5% in 45 minutes, well 


< within normal limits. The five highest val- 
— ues for f-globulins are recorded for pa- 
= tients with the psoriatic type of arthritis, 
Ee two having pure psoriatic arthritis, and the 


<- other three the combined type. None of the 
patients had nephrosis. 

The sedimentation rate for psoriatic ar- 
thritis has been ignored in most articles. 
~ It is said to be less elevated than those in 
~ — rheumatoid arthritis. However, Lagerholm 
T and Lodin? report that 25% of the pa- 
tients with psoriatic arthritis had elevated 
aN sedimentation rates, sometimes to an ex- 
treme degree (over 100 mm.). This is sim- 
ilar to the finding in rheumatoid arthritis. 
ee. In our series, we found that the sedimen- 
- tation rates were usually elevated when the 
= disease process was active, and were nor- 

mal when clinical remission had occurred 
=-=- or corticosteroids had been administered. 
~ Actually, the findings show that the sedi- 
~~ mentation rate is not remarkably elevated 
~ in psoriatic arthritis, as compared to the 
markedly elevated levels seen in rheumatoid 
© arthritis. The highest value (115 mm. per 
© hour) occurred in a patient with a positive 
7 latex fixation test for rheumatoid arthritis. 
= A low sedimentation rate did not necessar- 
`- ily mean a normal electrophoretic pattern, 
since some of the patients with very abnor- 
f mal patterns had normal or near-normal 
sedimentation rates. 


Summary and Conclusions 
A clinical and laboratory study was con- 
ducted on 40 patients with combined psoria- 
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sis and arthritis. Although the arthritis may 
resemble rheumatoid arthritis when the 
larger joints are involved, psoriatic arthritis 
is a distinct clinical entity, particularly 
when the terminal interphalangeal joints are 
involved. The predominance of cases in 
men, the absence of rheumatoid nodules, 
the asymmetrical joint involvement, and the 
massive bone destruction, are different from 
classical rheumatoid arthritis. The close 


association between the severity of the ar- 


thritis and the cutaneous manifestation is 
important, with emphasis on the higher in- 
cidence of pustular psoriasis and psoriatic 
erythroderma. 

The therapy of this arthritis is for the 
most part ineffectual. Corticosteroids im- 
prove the symptoms of the arthritis, but 
seem to have little effect on the psoriasis. 
Antimalarials used for the arthritis may 
cause exfoliation, and their use in psoriatic 
arthritis is strongly condemned. 

The failure to demonstrate the rheumatoid 
factor by the latex fixation test and other 
agglutination tests is another important dif- 
ference between rheumatoid and psoriatic 
arthritis. Only 5 of the 40 patients studied 
were positive. Three of these patients had 
rheumatoid nodules, and another had rheu- 
matoid spondylitis years before the devel- 
opment of psoriasis. The patient with 
definite psoriatic arthritis exhibited the 
most marked elevation of globulins in the 
electrophoretic studies. He may represent 
a false positive reaction, as found some- 
times in other hypergammaglobulinemic 
states. The clinical and electrophoretic 
studies did not show lessened activity which 
could account for this negativity in psoriatic 
arthritis. 

Electrophoretic studies were performed 
on 34 patients. Of these, 14 were receiving 
corticoid therapy, and these patients, for 
the most part, showed normal patterns. The 
patients with clinical activity, not on corti- 
coids, showed decreased albumin levels, 
with elevation of the a-, 8-, and y-globulins. 
The elevation of the @-globulin was pro- 
nounced, even in patients on corticoids. The 


consistent elevation of B-globulin may rep- 
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ee resent sates feceential difference between 


the two types of arthritis. 
_ Appreciation is extended to the following doc- 


g = tors who supplied the patients to make this study 
-= possible: 


Dr. M. Berke, Dr. W. Buckland, Dr. C. 
Dorsey, Dr. P. Foster, Dr. S. May, Dr. M. Ober- 
mayer, Dr. C. Sacasa, Dr. M. Storkan, Dr. E. 
Wolk, Dr. M. Zimmerman. Further appreciation 


= is given to the resident staffs of the Long Beach 
_ Veterans Hospital, the Los Angeles County Hos- 


pital, and the White Memorial Hospital. 
DU 121 South Glenoaks Boulevard. 
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Plasma Proteins in Psoriasis Vulgaris, 
dermat.-venereol. 38 :151-154, 1958. 
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of Rheumatoid Arthritis, 
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W. D.: Electro- = | 
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_ Treatment of Cutaneous Trichophyton Rubrum : 
4 - Infection with Human Immune Globulin | 


7 eta ‘ 


4 DONALD G. LINDSAY, M.D.; S. WILLIAM BECKER, M.S., M.D., and J. WALTER WILSON, M.D., 


= Long Beach, Calif. 


ae Our interest in the treatment of cutaneous 
á Te - å . . . . . 
= Trichophyton rubrum infection by injection 


= of y-globulin was aroused when Shector, 


-xog 


= et al! reported a remarkable therapeutic 
-= and laboratory result in a patient so treated. 
= A man, aged 50, had had erythematous, 
4 2 scaling plaques over the neck and upper 
back and on the right lower abdomen for 
seven years, which had partially faded dur- 
a ing the winter months, but became more 
= pronounced during the summer. Itching 
= was severe enough to awaken him at night. 
= Various locally applied antifungal remedies 
= had failed to cure the disorder. Culture re- 
k vealed T. rubrum from both plaques. He 
= was given 2.0 ml. of human y-globulin in- 
E _ tramuscularly three times weekly for a total 
E. of 12 treatments. Within 48 hours after 


og 
25 
a -M 
> a 


xÅ 
TEA 
Ee: 
"$ 


= 


a the involved areas became less erythema- 
a tous. After the second injection, both 
plaques appeared normal. Three months 

Rens later, the skin still appeared normal, and 

A A Jabjoratory studies revealed no fungus. 

A = A mentally subnormal girl, aged 11, with 


T. rubrum infection of the face, scalp, 
E- trunk, and feet, did not respond to pro- 
S longed local therapy. She was presented by 
A Dr. Irene Neuhauser at the Chicago Derma- 
tological Society on Oct. 16, 1957, with 
- pustular T. rubrum infection of the scalp 
a =- with scarring and permanent alopecia. In 
3 5 the lesions of the scalp, ectothrix type of 
= involvement caused complete destruction of 
the follicle. In a personal communication, 
Submitted for publication July 14, 1959. 
~~ ‘The gamma globulin was furnished by the Cutter 
Laboratories, Berkeley, Calif. 
m = From the Medical Service, Dermatology Sec- 
tion, Veterans Administration Hospital, Long 
Beach, California. 
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the first injection, pruritus was relieved and, 


Dr. Neuhauser stated that in January, 1958, 
the results of three serum pa 
tests were reported as normal, the y-globu- ag ne 
lin being within the upper half of nor ae 
Between Jan. 22 and March 7, she received me 
5.0 ml. of y-globulin three times weekly. for 5 
19 injections, a total of 95 ml. “The Teor 
sponse at the beginning of treatment was = 3 
spectacular. At the end of one week, all 4a 
crusts had disappeared from her face, and 
abscesses which she had in her scalp im- 
proved.” She was then given one injection 
of y-globulin weekly. “While I do not 
think that y-globulin is a cure for ringworm 
infection, the dramatic improvement in the 
first two weeks of treatment in this case 
would certainly indicate that there is some 
factor in the y-globulin which has some pro- 
tective properties against ringworm infec- 
tion.” =~ 

In the discussion of the above patient, — 
Brunsting stated that he had treated one 
patient with T. rubrum infection by y- 
globulin with no result. 






Varieties of Cutaneous T. Rubrum 
Infection 


We have observed the following clinical — 
types of T. rubrum infection: (1) involve- — 
ment of the nails alone; (2) involvement 
of the palms and/or soles, with or without 
inclusion of nails—One palm or sole only | 
may be involved. Clinically, the areas are 
a little ruddy, hyperkeratotic, with little or — 
no scale.— This type is characteristically in- 
dolent, and has been very difficult, if not — 
impossible to cure; (3) The plaque type is 
characterized by lesions varying in size 
from a few centimeters in diameter to those 
involving an entire buttock or even the en- í 
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re back. The area is erythematous, scaly, 
with ith a slightly elevated, more inflammatory 
r. Erythematous papules, up to 5.0 
$ 1 in diameter, may be seen at the periph- 

The plaques show little tendency to 

ite involution, and occur commonly on 
2 : trunk, especially around the buttocks 
a pod in the groins. They are seen especially 


a or may not be associated with involvement 
of pe nails, palms, or soles. It is TR 
JEt to VESA 


rat Eby diamthazole (Asterol) or Ver- 
— In other cases, involution will be 
= nearly complete, with gradual recurrence. 
is In fact, the plaque type may wax and wane 
_ without any treatment at all. Dramatic and 
£ apparently complete cure has been achieved 
in this type. Against this optimistic note, 
it must be mentioned that in many instances 
the plaque type is quite resistant to therapy, 
= especially when associated with involvement 
of the palms and/or soles. 


(4) A deep, follicular, granulomatous 
type of T. rubrum infection, discussed by 
Wilson et al? may be seen especially in 
patients with leukemia or other debilitating 
disease; (5) the generalized type of infec- 
tion. This last variety, which covers prac- 
tically the entire body surface, consists of 
elevated, scaly, more or less well-marginated 
= lesions which may simulate psoriasis. Fol- 
 ficular lesions and the ruddy erythema are 
present. Scales from skin so involved con- 
-~ tain many hyphae. KOH mounts and the 
clinical appearance bear some resemblance 
= to those from tinea imbricata. It may ap- 

pear in ichthyotic persons or those with 

other inborn anomalies of the skin. Lewis, 
= et al Lane, Baer and Muskatblit® and 


RFF 


g others have reported variants of this type. 
Pki l 

i), 

Pat Experimental 

Bs = The purpose of this report is to record 
3 results of treatment of five patients ae 


= T. rubrum infection of the skin by “ 
$ i ~ mune” serum globulin. By the term 





ea 


mune serum globulin,” we do not mean to- = 


imply that the material was taken from — 


Ay 


patients immune to T. rubrum infection. s o 
For control, two patients were given nor- te 


mal saline only, although they were told i 


that y-globulin was being administered. Re 


Three patients with the plaque type were © 4 | 


treated with 5% diamthazole ointment only. — Er 
In the five patients treated with y- -globulin, | 
it was replaced periodically by a placebo. — 
The placebo was made by injecting normal — 
saline to which a drop of foaming agent 4 


had been added into the y-globulin rubber- 
stoppered bottle, from which the materials — A 


had been withdrawn by inserting a needle 
under the edge of the metal cap, without 
disturbing the latter. In his way, both the 


nurse giving the injections and the patient E 


? > 


believed that y-globulin was being admin- — En 

istered. = R 
Case 1.—The patient, a 33-year-old white man, as 

had had severe, hyperkeratotic, fissured dermatitis — 

of the palms and onychia of the fingernails for 14 i 


years. KOH mounts revealed hyphae, and cultures E 


S di 
MU 
a 


showed T. rubrum. 
soles was negative. 


‘se 
tt 
Ba 


Similar examination of the 
Various local applications ap- 


plied faithfully by the patient had failed to produce oe 


as 


improvement. He was given a total dosage of 126 _ 
ml. of human immune serum globulin at a rate of 
2.0 ml. three times weekly for nine doses, then — 
4.0 ml. three times weekly for nine weeks, Medica- _ 
tion was then changed without the patient’s knowl- 
edge to normal. saline in 2.0 ml. dose three times 2 
weekly for one month. No improvement was noted | 
in the palms or nails. However, the patient stated z 
that the dermatitis seemed to remain stationary 
while being treated with y-globulin, whereas, in the ey 
past, without some type of therapy, it would exit 
tend and develop scales and fissures. 


Case 2.—The patient, a Caucasian man, aged ds. ex 
who tended to sweat profusely, presented dermatitis 


of the palms and soles, and a plaque 10 cm. in — 
diameter at the natal cleft and adjacent area. T. AN 
rubrum was cultured from all areas. The natal — Bp p 
plaque had been benefited temporarily by locally ap- ` o 
plied fungicides, with recurrence soon after treat- 
ment was stopped; the palms and soles had never ix 
been benefited by treatment. He was told that he — eS 
would be given y-globulin, but was given injections 73 E 
of normal saline in dose of 2.0 ml. three times ~ 
weekly for three weeks. The dermatitis became ee 
temporarily less prominent, then resumed its : 
previous state. Treatments were changed to y- 
globulin in dose of 2.0 ml. three times weekly for — k 
eight doses, then the dose was increased to 3.0 ml. — ae 
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for six doses for a total of 34 ml. 


At the end of 
this time, scales were positive on KOH examina- 
tion, and cultures of T. rubrum were grown with 
- diffculty. The palms and soles remained un- 
changed; the natal plaque seemed to improve at 
times, then become worse. Six weeks after therapy 
was discontinued, there was little, if any, change 
from the original condition. 

Case 3—A white male chef, aged 43, who 
perspired a great deal, had always had marked 
hyperhidrosis of the feet, for which he had had 
right abdominal sympathectomy, which caused de- 
crease of sweating on that side, and disappearance 
of dermatitis from the foot, while that on the left 
foot persisted. He also had plaques of erythe- 
matous, scaly dermatitis with elevated borders on 
-the buttocks, back, left neck, shoulders, and fore- 
head of 10 years’ duration. KOH preparations 


were positive and T. rubrum was cultured. He had 
controlled the eruption fairly well with diamthazole 


ointment, which was discontinued for six weeks 
before y-globulin therapy was started. He was 
given 2.0 ml. of y-globulin intramuscularly three 
times weekly for two months for a total dosage of 
48 ml., at which time he requested discontinuance 
of treatment because of increased severity of the 
eruption. He had noted no improvement at all from 
treatment, 

Case 4—A 36-year-old man who sweats pro- 
_ fusely had had the plaque type of T. rubrum infec- 
tion of the buttocks, right cheek, and left foot for 
10 years, with constant shifting of the involved 
areas. Bilateral involvement of both buttocks and 
groins had occurred from time to time. The lesions 
had been partially controlled by diamthazole, but 
never cured. He also had involvement of the right 
sole. After two and one-half months without treat- 
ment, he was given 2.0 ml. of y-globulin three times 


weekly for 12 doses, for a total of 24 ml. After 


E & _ the seventh injection, he noted improvement of his 






x 


as 
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3 
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accompanying arthritis, but none on the skin. One 


we > PERR after Sonn timisice of therapy, there was no 


change in the dermatitis. 


Case 5—The patient, an auburn-haired, white, 
alcoholic male, aged 40, had generalized T. rubrum 
infection which had started on the left buttock 14 
years previously while he was living in a humid 
environment in Hawaii. One year later, a similar 
plaque was noticed on the abdomen, and six years 


after onset he was completely covered by the 


process. Palms and soles were involved, and nail 


‘changes were noted nine years after onset. He had 


had diagnosis of neurodermatitis and psoriasis. 


_ When seen, the entire body was covered, with the 


exception of an area 2.0 X 2.0 cm. on the abdomen 
and an area 10 X 10 cm. in size on the left lateral 


= malleolus. All nails were involved. Superimposed 
on the generalized dermatitis were sharply demar- 


cated papules which became confluent and arciform. 
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He also had recurrent crops of tender, deep, follicu- 


lar papulopustules from which T. rubrum was 


easily isolated. No member of his family had a 
similar disorder. 
Glucose tolerance test showed fasting blood sugar 


4 À 


fr 


of 127 mg. % and two hour postprandial reading 


of 107 mg. %. The test was repeated after corti- 
sone “priming” by the method of Fajans and 
Conn." Fasting blood sugar was 82 mg. %. Readings 
at half-hour intervals starting one-half hour after 
glucose administration were: 138, 144, 142, 113, 107, 
and 110, all mg. '%. All urine specimens were nega- 


tive for reducing substance. Blood count and bone 


marrow examination were normal. Total serum 
protein averaged 7 mg. %, albumin 4, and globulin 
3. Cephalin flocculation varied from negative to 2 


plus; alkaline phosphatase from 3 to 10 Bodansky | 


units; thymol turbidity from 3 to 5 units; bromsul- 


falein test revealed from 3% to 15% of the dye 
at one hour. 
patterns showed no abnormality before and after 
y-globulin therapy. 
porphyrins; STS was negative. 


Tiselius- and paper-electrophoretic ~ 


$ 


The urine was negative for 


Prior to y-globulin therapy, he was given in- -= 


tradermal tests: control; trichophytin, 1:1000, 
1:100, and 1:50; Candida albicans; Alternaria ; 
Coccidioidomycin; Trichinella, 1:10; Histoplasmin ; 
and Staphylococcus antigen. All were negative 
except trichophytin 1:50, which produced an 
itching papule seven hours after injection, with 
disappearance six hours later. After three months 
of y-globulin therapy, the tests were repeated, with 
no change except that the trichophytin 1:50 reac- 
tion was of the typical tuberculin 48-hour type, 
which persisted for two days. The trichophytin 
test was made in the normal area on the abdomen 
and in an involved area one inch away. Both de- 
veloped typical positive 48-hour tuberculin reaction. 
Attempts to inoculate the normal skin with T. 
rubrum grown from the patient’s own scales were 
unsuccessful. 

Biopsies of the infected skin revealed hyphae in 
the stratum corneum, plus mild perivascular 
lymphocytic infiltrate in the dermis. The pustular 
follicular lesions showed fungus hyphae with 
lymphocytic and polymorphonuclear leucocytic 
perifollicular infiltrate. 

y-Globulin therapy was instituted on Oct. 24, 
1957. The patient was given 2 ml. doses on 
Mondays, Wednesdays, and Fridays for 33 doses. 


It was then increased to 5 ml. three times weekly 4 


for 10 doses. 


to discontinuance of all local applications. Cultures 
were taken at the end of January, three months 
after beginning treatment, and were strongly posi- 
tive. 


Treatment was changed, without his knowledge, 


to 2 Hi saline injections three times weekly for 


Vol. 81, Apr., 1960 


Initially, there was paling and in- — 
creased scaling, which may have been attributable # 
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Peet weeks. Thiel, - y- Sclobulin was vaidstiruted in 
ra 4 ml. doses three times weekly for four weeks, 
_ making a total of 164 ml. after which normal 
pine was administered again. No change whatso- 


ever was noted. 
: ; Controls 


; - The following five patients were used as 


- controls: 
ze Case 6—The patient, a white man, aged 34, had 
had, for five years, a plaque of T. rubrum der- 
matitis on the skin of the lower abdomen, proven 
& by culture. While being observed before inclusion 
gi in our y-globulin series, he had obtained 5% 
- diamthazole ointment and applied it to the plaque. 
Complete clearing was obtained in three weeks. He 
was observed for one and one-half years, during 
which time KOH preparations and cultures were 
negative for T. rubrum. 

Case 7—A white man, aged 32, had proven T. 
rubrum infection of the left palm, py a plaque of 
the same disorder. Since he had never used 
diamthazole, 5% ointment was applied. The plaque 
cleared promptly, but the palm was unaffected. Six 


months later, there was no recurrence in the area. 


of the plaque. 

Case 8.—This white man, aged 28, presented T. 
rubrum infection of the palms and soles, with 
plaques on the abdomen and buttocks. He was given 
5% diamthazole ointment. After six weeks, the 
plaque was about 50% improved. Further use re- 
sulted in almost complete disappearance of the 
plaques.. A few papules on one buttock showed 
negative KOH preparations, and T. rubrum could 
not be grown on culture, although the palms and 
soles remained positive. 

Case 9.—The patient, a white man, aged 40, had 
had chronic recurrent T. rubrum infection of the 
plaque type in the groin and on the buttocks for 
six years. He was told he would be given y- 
globulin but, instead, he was given 2 ml. of normal 
saline three times weekly. The eruption seemed to 
improve for a while but, after ten weeks of therapy, 
he noted that it was spreading. 

Case 10.—The patient, a white man, aged 29, 
had the plaque type of T. rubrum infection, along 

i. with involvements of the soles. He was given normal 

-> saline injections for 10 weeks. He noted during this 

period recurrence and remission—at times with in- 

= creased itching. Although cultures from his soles 

continued to be positive, KOH preparations and 

- cultures from the plaques were negative after treat- 
= ment. 


Comment 


The fungicidal and fungistatic properties 
of human blood serum were studied by 
Bs ee et al. in vitro against T. rubrum 
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growing in Sabouraud’s broth. They con- = 
cluded that, while blood serum seemed to 2 
have fungistatic power in some individuals, — 
in others it did not. There was no increase 
in fungistatic power in serum from patients | a Bes: 
with dermatophytids. There was no rela-  ~ 
tion between the degree of fungistasis and | 
the strength of reaction to the trichophytin 
test. Inactivation of the blood serum by = 
heating at 56 C for twenty minutes caNteeees ze 
an increase in fungistasis in 6 samples of a 
total of 35 examined. Injections of tricho- _ a 
phytin previous to drawing the serum had | 
no effect on the fungistatic power in vitro. à a 
Vesical fluid from dermatophytids failed to n 
show any fungistatic action; however, fluid — | 
from the vesicles of a patient with eigen ae 
molysis bullosa showed a strong fungistatic ae 
action, although blood serum from the pa- 
tient showed none. . eae 

Blank, et al.8 found that pathogenic fungi 
could be prevented from growing in ex- _ 
planted human skin by the presence of 
blood serum. 

Silva and others °? reported a clinical and — 
microbiologic study of 70 patients with | 
various types of T. rubrum infection; hy- | A 
perkeratotic dermatitis of the palms, fol- 
licular and nodular lesions of the legs, 
dermatitis-herpetiformis-like lesions, and re- 
current lymphangitis associated with acute 
infections of the toe webs. Mixed infection 
with Candida albicans or T. mentagrophytes 
were found in eight patients. Ne taal £ 
ances were noted in morphology, icc 
requirement, pigment production, or viru- i 4 E 
lence of the fungi that could be correlated 
with clinical lesions. _ 

As pointed out by Wilson,!® patients with — S | 
T. rubrum infection are infected probably ~~ > 
because of decreased resistance rather than 
because of massive exposure or virulence or ~ 
other factors possessed by the fungi. It 
would seem, therefore, that some measure 
that would influence the patient’s immunity 2s $r 
mechanism would be rational. a 

Rothman ™ carried out oral glucose tol- 2 
erance tests on 21 patients with therapy- A 
resistant T. rubrum infection, nine of whom E 
showed a consistently flat curve interpreted y 
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_ showed less pronounced increase and one 
hid slightly elevated tolerance. Adminis- 
tration of thyroid for the purpose of 
increasing alimentary hyperglycemia com- 
_ bined with local application of fungistatic 
agents gave inconclusive clinical results. 


- Summary and Conclusions 


= Fiye patients with various types of cu- 
G taneous T. rubrum infection: 1, palms and 
Aa = mails; 2, palms, soles, and Sanes 3, one 
= 
_ foot and plaque; 4, plaques, and 5, dissemi- 
- nated, were treated by means of 2 ml. or 
a more of human y-globulin injected intra- 
© muscularly three times weekly. Total dos- 
aaa age varied from 24 to 164 ml. Treatment 
E was occasionally alternated with a period 
ck of identically appearing placebo injections. 


Although temporary apparent regression 
e E occurred i in some plaques, there was no con- 
P eS sistent clinical or laboratory improvement 
i in any patient., 
4 7 Two sets of controls were used: Two pa- 
tients with the plaque type, one with in- | 
volvement of the soles, were treated by 
injections of normal saline in the same dos- 
age. The lesions progressed in one patient; 
sA in the second, the plaque improved after 
10 weeks, and cultures were negative. Cul- 
tt ires from the soles remained positive. 
y Th ree patients with the plaque type, one 
a of which had involvement of the palm and 
one” of the soles, were treated only with 
D sa diamthazole ointment. The plaques 
E cleared almost completely clinically, and 
-cultures were negative. The palm and soles 
remained positive. 
a =- It was concluded that injection of human 
E. -r in the doses used, is ineffectual 
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5 > 
À 3 : Introduction acteristics, yet all have similar histopathologic ` $ 
features. However, we should like to em- 
phasize that the clinical criteria for the clear- 5 $ ; 
cut diagnosis of each member of this group 
are confusing, since many morphological 
features are shared. E 


Ge Four well-known clinical syndromes com- 
~ prise the group of purpuric pigmented erup- 
tions.! These consist of pigmented macular 
lesions involving predominantly the lower 
extremities. Additional variable characteris- 
= tics include purpura, pruritus, atrophy, ul- 
ceration, and telangiectasia. We desire to a 
= describe a fifth entity which probably be- Reports of the variable clinical features of — 
longs to this group. It has been encountered (1) angioma serpiginosum (Hutchinson A aS 
_ by us more often than the combined total of (2) purpura annularis telangiectodes (Ma- — ke 
s the other four members. This entity does jocchi), (3) progressive pigmentary derma- 
not appear to be clearly depicted in modern titis (Schamberg), and (4) pigmented 
_ American dermatologic texts. Each of these purpuric lichenoid dermatitis (Gougerot and 
five entities has distinguishing clinical char- Blum) frequently disagree. In Table 1 are 
ig SS tabulated the commonly accepted compara- He 
Submitted for publication July 27, 1959. tive features of these four classical entities, : 


Read before the Section on Dermatology at the 
(108th Annual Meeting of the American Medical Theoretically, each is sufficiently different _ Re i 


Association, Atlantic City, June 12, 1959. from the others so it should be identified 
From the Department of Dermatology (Dr. clinically without too much difficulty. Prac- 4 z 
~ Osment, Dr. Noojin, and Dr. Lewis) and the De- Heal y, ‘Hig. a OE the gaio TEAN e sug $4 


partment of Pathology (Dr. Lupton), University 
of Alabama Medical Center, Medical College of gested that these syndromes are Ser 4 
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TaBe 1.—The Pigmented Purpuric Eruptions * 








Angioma Purpura Annularis Peculiar Progressive Pigmented Purpuric a B ; 
} Serpiginosum Telangiectodes Pigmentary Disease Lichenoid Dermatitis _ ae 
(Hutchinson) (Majocchi) (Schamberg’s Disease) (Gougerot & Blum) ; 
Initial lesion Red puncta Red puncta Red puncta Pink papule 
-Late lesion Rings & serpiginous Rings Rust macules Rust plaques 
s lines 
= Visible purpura No Yes Yes No 
_ Pigmentation Es Yes Yes Yes ME. 
‘wh -Atrophy + Yes No No E 
Pieticeration No Yes No No O7 aS 
iik Sex prediliction Equal F M M 
Pe Duration Yrs. Mo. Yrs. Yrs. 
i a Area of prediliction Legs Legs Legs Legs 
i (Symptoms Slight Pruritus Usually absent Pruritus 
ke ch + 


J? Bas Eri, 
bie os 
ES ‘Table 1 lists the comparative clinical features of the pigmented purpuric eruptions. A survey of the literature peed many 8 a 


Fi discrepancies HA bg these features. Where possible, the more predominant interpretation has been listed. 2S ee ae as 
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The clinical morphologic patterns within 
each entity are also variable. This variability 
is dependent on the duration of the process, 
its severity, results of treatment, and the 
presence of complicating factors. At times 
their distinct classification may be extremely 
difficult or even impossible. 

Many investigative studies carried out by 
others on these syndromes have revealed no 
evidence of abnormal physiologic, hema- 
tologic, chemical, or other mechanisms which 
might point toward possible causation. In 
most instances a capillaritis with evidence of 
increased capillary fragility and permeability 
represents the most significant histopatho- 
logic change. 


Transitory Pigmented Purpuric 
Dermatitis (Schamberg-like) 


We have studied a group of 30 consecu- 
tive patients who clinically have presented a 
purpuric eruption which had the appearance 
of Schamberg’s disease but varied in some 
aspects, particularly in the fact that pruritus 
was usually present, and that most of the 
patients cleared within three to twenty-four 
months. They did not retain the classical 
cayenne pepper-like dermatitis for prolonged 
periods as do some of those with Scham- 
berg’s disease. Since this syndrome does not 
fit precisely with any of the other four 
pigmented purpuric eruptions, we have called 
it “Schamberg-like” or transitory pigmented 
purpuric dermatitis. The ‘“eczematid-like 
purpura” of Doucas and Kapetanakis and 
the “itching purpura” of Loewenthal more 
nearly conform to the clinical manifestations 
of the group under consideration.®:* For 
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TABLE 2.—C linical Features a a Schamberg- kee 
Dermatitis * 








Initial lesion 
Late lesion 


Rust Macule 
Rust patches ~ 


Visible purpura No 
Pigmentation Yes 
Area of prediliction Legs 
Atrophy No 
Ulceration No 

Sex prediliction Equal 
Duration Mo. 
Symptoms Pruritus 





* This table lists the clinical features of 30 patients with a 
Schamberg-like dermatitis. 


reasons of brevity in this discussion, we shall 
designate our group as “Schamberg-like.” In 
Table 2 can be noted the common charac- 
teristics ascribed in this group. 

The 30 patients in this study were found 
to have remarkably similar clinical histories. 
Showers of rust-colored macules and itching 
appeared first. These were closely spaced 
and frequently gave the appearance of large 
circumscribed macules (Fig. 1 a, b). The 
eruption was most pronounced over the lower 
extremities, but often scattered areas were 
found on the trunk and upper extremities 
(Fig. 2). This prevalent localization over 
dependent areas was assumed to be the result 
of higher venous pressure. The dorsum of 
the feet, where the pressure is not so high, 
was usually spared. Areas of external pres- 
sure, such as those under garters and belts 
were also the sites of increased localization. 


The clinical appearance of the plaques of 
cayenne pepper-like purpuric pigmented 
lesions in this group was indistinguishable 
from that seen in Schamberg’s disease 
(Fig. 3). The major points of difference 


Fig. 1—(a) Pruritic 
rust-colored macules as 
seen on the leg of a pa-' 
tient with Schamberg-like 
dermatitis. (b} Same pa- 
tient. Macules have coa- 
lesced to form a large 
circumscribed lesion. 
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Fig. 2—Macular lesions present over lower ex- 


tremities where eruption was usually more pro- 
nounced. 


noted between the two entities were that 
Schamberg’s disease is in most patients not 
associated with pruritus, and, secondly, its 
duration is usually longer than Schamberg- 
like disease. The average duration of lesions 
in this group was approximately three 
to six months, whereas in Schamberg’s 
disease the lesions often persist for years. 
In the group under study the patients noted 
clearing with no residual atrophy or pigmen- 
tation. Six of the thirty patient’s experienced 
recurrences. In each instance the recurrent 
eruption developed similarly and completely 
cleared within 24 months or less. 


A Survey of Thirty Patients 


An attempt has been made to study several 
clinical and laboratory features of the 30 pa- 
tients presenting this syndrome. In Table 3 
it will be noted that hematologic determina- 
tions have revealed consistently normal 
values for peripheral red blood cells, hemo- 


TABLE 3.—Laboratory Data in a Schamberg-like 
Dermatitis * 





Red blood cells Normal limits 


Hemoglobin Normal limits ! 
White blood cells Normal limits 
Platelets Normal limits 

Color index Normal limits 
Eosinophilia 29 % positive 


Rumpel-Leede 
Serum electrophoresis 


59 % positive 
Normal limits 





* Accessory clinical data derived from a hematological study 
of 30 patients with a Schamberg-like dermatitis. 


Osment et al. 
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Fig. 3—A patient with Schamberg’s disease of 
eight years’ duration. These nonpruritic lesions 
were indistinguishable morphologically from those 
seen in Schamberg-like dermatitis. 


globin, white blood cell count, platelets, and 
color indices. In 29% of the patients an 
eosinophilia was noted, ranging from 5-11'%. 

The Rumpel-Leede test was found positive 
in 59% of the patients studied. 

The total serum protein determinations 
and albumin-globulin ratios were found to be 
within normal limits. 


In each instance the following factors 
were investigated to determine if they might 
be considered as a predisposing or pre- 
cipitating factor: occupation, age, alcohol in- 
take, smoking, drug ingestion, evidences of 
tension and anxiety, and atopic background. 
In none of these categories was there any 
suggestion that they might have been in any 











TABLE 4—A Study of Possible Predisposing 
Factors * 
Preceding infection Insignificant 
Occupation Variable 
Age 14 to 71 yr. 
Alcohol intake 20% 
Smoking 37% 


Variable in 47 % 
None in 53% 


Drug ingestion 


Evidence of tension & 


anxiety 70% t 
Eczema, asthma, 
hay fever 13 % 





*A survey of 30 patients with a Schamberg-like dermatitis was 
made and possible predisposing factors were investigated. None 
of these appeared to be significant. t Seventy % of the patients 
studied (21 of 30) showed some evidence of increased tension and 
anxiety both objectively and subjectively. This is probably in- 
signifieant, since a contro? group revealed similar findings. 
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> way P reeponsibi for the paeas s eruption 
E (Table 4). A history of upper respiratory 
infection or other infection preceding the on- 
= set of the eruption was not obtained. 
: _ Nineteen of thirty patients or 63% of the 
_ group noted the onset of their eruption in the 
= ne from March to September. This 
= seasonal incidence is remarkably similar to 
_ that reported in the group studied by Doucas 
iB ae Kapetanakis.® 


be igo 


FA 
J ry eo 
Lt 


Serum Electrophoretic Studies 


Serum protein determinations using elec- 
E ori: techniques were done in 17 pa- 
E tients. The equipment used was a Spinco 
a Model Durum cell at 2.5 ma. for 16 hours, 
a stained with bromophenol dye and scanned 

ae with a Spinco Model RB analytrol. Normal 
values with this equipment in our laboratory 
_ were albumin 47-71%, a1-globulin 2.7-5.8%, 
~ ae-globulin 5.1-12%, B-globulin 4.5-15.7%, 
4 _and y-globulin 11.3-24%. No significant ab- 
oe - normal tracings were noted. 


Be 
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Histology ve 


Enano studies by several authors 
T pointed out the remarkable similarities 

= to be found in angioma serpiginosum, 
purpura annularis telangiectodes, progressive 
> “pigmentary dermatitis, and pigmented pur- 
= puric lichenoid dermatitis. The presently 
et l reported group with Schamberg-like derma- 
titis also presented remarkably similar his- 
~ topathologic features. 


These may be described as follows: After 
_ formalin fixation sections were cut and 
4 = stained with hematoxylin and eosin, Alcian 
_ blue and periodic acid-Schiff stain  (AB- 
- $ PAS), T colloidal iron and periodic acid- 
is Schiff stain or Muller-Mowry-periodic 
$  acid-Schiff method (MM- -PAS),® periodic 
N Biot Shis and hematoxylin (PAS-H), and 
Perls’ stain for ferric iron. The histologic 
on ha anges in all patients were similar and 
ovar ried only in degree and in activity. The 
2 opr edominant changes were found in the 
Wy _ upper corium and at times in the epidermis. 
| ie = The changes in the skin were of two 

-phases and appeared to be related to one 
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another. The fet hese was t th ie nor 
type lesion in which changes e i nd Ei 
within the epidermis and within the upper 
corium. The epidermal changes consisted of 
focal spongiosis and dissolution of the epi- 
thelial cells with associated disruption and 
dissolution of the basement membrane. These 
areas were infiltrated by lymphocytes, mac- 
rophages, erythrocytes, and, occasionally, a 
few polymorphonuclear leukocytes (Fi g a4] 
4 a, b, c). This change in the upper dermis, 
was associated with a similar infiltrate wi ee 
which there were edema, swelling, ; 
proliferation of endothelial cells disrupting 3 
the capillary basement membranes. The in- 
flammatory infiltrate tended to hug the un- 
dersurface of the epidermis and to appear- 
around small blood vessels in the area (Fig. 
4 c). Focal parakeratosis could be seen at oo 
times over the areas of epidermal involve- _ 
ment (Fig. 4 b). 
The more chronic phases generally showed 
less acute epidermal involvement than those 
described above. They might be associated 
with some focal acanthosis or atrophy of the 
epidermis. The epithelium itself appeared fa 
relatively intact, as was the basement mem- 
brane. The upper dermis was involved by an 
inflammatory infiltrate composed of lympho- 
cytes, monocytes, and swollen endothelial 
cells (Fig. 5 a, b). At times hemosiderin 
pigment could be seen in these lesions. In the 
more chronic phases hemosiderin tended to 
be shown best at a zone in the mid or lower 
dermis beneath the inflammatory infiltrate. 
The two degrees of activity in these lesions _ 
apparently were related and merely repre- ; 
sented active and more or less inactive 
phases of the same phenomenon. With the 





 MM-PAS, the AB-PAS, and the PAS-H | 


preparations one could easily visualize base- 
ment membranes of the altered capillaries as 
well as of the epidermis (Fig. 6). These tS 
basement membranes at times showed ie | 
terruptions, these interruptions being more Wi 
common in the r more active lesion. The AB- ag é 







onstrated the acid aopo taah WET i 
the ground substance; these appeared to be- 
diluted, possibly by edema fluid, in the areas- 
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_ PIGMENTED PURPURIC ERUPTION 


Fig. 4—(a) Section of 
skin from acutely active 
phase of Schamberg-like 
dermatitis. The epidermis 
shows edema with dissolution 
of epithelial cells and base- 
ment membrane. Note the 
dilated capillary and cellular 
infiltrate. PAS-H stain. X 
100. 

(b) Section from epi- 
dermis and upper corium 
showing subacute phase. 
Note spotty parakeratosis 
plus edema and infiltrate in 
epidermis and upper corium 
with dissolution of basal-cell 
layer and membrane. Hema- 
toxylin and eosin; X 100. 

(c) Section of active le- 
sion showing capillary 
endothelial swelling and as- 
sociated surrounding infil- 
trate. Epidermis at top of 
illustration shows acute in- 
volvement. Hematoxylin and 


eosin; X 100. 
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of most acute involvement (Fig. 6). 


Perls’ stain showed the hemosiderin deposi- 
tions in and beneath the older lesions as 
bright blue foci. Toluidine blue (0.1% 
aqueous) and the various PAS combination 
stains failed to reveal the presence of any 
identifiable mast cells in these lesions. 
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Fig. 5—(a) Section from chronic lesion 
showing atrophy of epidermis and a dense 
inflammatory infiltration of upper corium. 
Hematoxylin and eosin; X 50. 


(b) Section from chronic lesion showing 
less marked inflammatory infiltration of 
upper corium with persistent swelling of 
capillary endothelial cells. Hematoxylin and 


eosin; X 50. 


Comment 


It is our belief that Schamberg-like der- 
matitis, as herein described, is a variant of 
the group of pigmented purpuric eruptions. 
This syndrome plus angioma serpiginosum, 
purpura annularis telangiectodes, peculiar 
progressive pigmentary disease, and pig- 
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Fig. 6—Section show- 
ing edema and dissolution 
of basal membranes of 
epidermis and capillaries 
in upper corium. Dermal 
papilla on right is rela- 
tively normal. MM-PAS; 
X 100. 


mented purpuric lichenoid dermatitis are 
probably variants of one and the same 
pathologic process. 

The predominant features found in all 
appear to be a capillaritis associated with 
increased capillary permeability and fragility. 
Because of the complicated terminology em- 
ployed with these different clinical syn- 
dromes and in view of the confusing clinical 
variations, it would seem logical to consider 
each of these as another manifestation of the 
pigmented purpuric eruptions. 

It has been our wish to emphasize that the 
Schamberg-like dermatitis herein described 
has the morphological appearance as Scham- 
berg’s disease but is usually pruritic and has 
a more favorable prognosis in that it tends to 
clear within a few months after onset. 

From the study of this group we were 
unable to identify any etiologic factors. Al- 
though increased capillary permeability and 
fragility are present, the cause remains 
obscure. 

In the treatment of this group empiric 
and symptomatic therapy was utilized. The 
regimens ordinarily included supportive 
bandages, the administration of ascorbic 
acid and rutin, the application of bland anti- 
pruritic emollients and avoidance of pro- 
longed standing. Rather spectacular clearing 
in three patients followed the systemic ad- 
ministration of corticosteroid therapy. 


Osment et al. 
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Summary and Conclusions 







A brief review of the morphology and his- — oe 


tology of the pigmented purpuric eruptions 


has been given. The defect common to all- 


of these appears to be an inflammation 
around capillaries of the superficial dermis 
with increased capillary fragility and permea- 
bility. This effect is greater where venous 
pressure is highest. On the basis of the 


knowledge available at the present time, there 
seems to be no practical reason for sep- 


arating these various entities. 

We have called attention to what is prob- 
ably a fifth variant of this group. It has been 
seen by us more often than the total of the 
other pigmented purpuric eruptions. The 
histology and certain phases of morphology 
are comparatively similar, but the duration 
is usually short and pruritus tends to be 
pronounced. Descriptively it is designated 
as Schamberg-like dermatitis or transitory 
pigmented purpuric dermatitis. 


2661 10th Ave. S. (5). 
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Clinical Notes, New Instruments and Techniques 





Contact Dermatitis from Cinnamon 


ARTHUR B. KERN, M.D., Providence, R.I. 


Cinnamon, judging from the paucity of reports 
in the literature, would appear to be an uncommon 
cause of contact dermatitis. White and Boston 
(cited by Zakon et al.*), in 1897, reported on a 
woman who developed an eruption of the hands, 
face, and abdomen as a result of dipping toothpicks 
in cinnamon (cassia) oil to flavor them. Tulipan ° 
treated a baker with a contact dermatitis of the 
palms who gave a positive reaction to cinnamon 
used in making dough and icing. Silvers * reported 
a case of dermatitis and stomatitis attributed to 
clove oil and cinnamon oil. Miller’s patient‘ de- 
veloped chelitis from oil of cinnamon in bubble 
gum, while Laubach, Malkinson, and Ringrose® 
described a case of cheilitis from cinnamon (cas- 
sia) oil in toothpaste. Howell, in the tabulation 
of 250 cases of contact dermatitis observed in a 
period of one year, included one case of dermatitis 
due to cinnamon in a baker. Downing,’ in his re- 
port on occupational dermatoses, included the case 
of a candy maker with a dermatitis due to cin- 
namon oil. Epstein ® described the case of a female 
baker with an eruption of the hands and forearms 
due to cinnamon handled at work. Leifer?’ reported 
on a woman with a dermatitis of the face, chest, 
forearm, and hands, which he attributed to cin- 
namon oil in toothpaste. 


True cinnamon is obtained from the bark of 
Cinnamomum zeylanicum (order of Lauraceae) 
whereas cassia comes from other varieties of Cin- 
namomum. The volatile oils of both cinnamon and 
cassia contain as their chief ingredient cinnamic 
aldehyde, a powerful irritant. Usually, however, 
the amount of essential oil in the cinnamon powder 
employed by bakers, confectioners, etc. is very 
small. Nevertheless, Schwartz, Tulipan, and Bir- 
mingham” stress the fact that there is a risk to 
pastry cooks and confectioners who handle cin- 
namon, or oil of cassia, which is often used as a 
substitute. Their etiological significance, they point 
out, may easily be overlooked in cases of contact 


Submitted for publication June 29, 1959. 
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_Large areas of erythema, edema, and vesicula- 
tion on those parts of the anterior thighs in con- 
tact with the cinnamon candy. 


dermatitis because of the fact that little mention 
of these substances has been made in the literature, 


Report of a Case 


An 18-year-old white man was first seen on 
December 3, 1957, with the chief complaint of 
itching of the hands, abdomen, and thighs. He 
stated that his illness had begun about five days 
before, with involvement of the thighs, and that 
this had been followd by the appearance of le- 
sions on the abdomen and hands. Examination 
disclosed large areas of erythema, edema, and 
vesiculation on the anterior aspect of each upper 
thigh and the abdomen; the hands were studded 
with a great many small to large vesicles (Figure). 
The appearance was typical of contact dermatitis. 

Questioning revealed the fact that he had been 
employed in a candy factory for approximately 
four months. During that time he had handled a 
stock candy made up of sugar and corn syrup in 
equal parts. However, in the two-week period 
prior to the onset of this illness, his job had in- 
volved carrying heavy batches of candy used in the 
production of “cinnamon hearts.” Because of its 
weight, in moving the batches of cinnamon stock 
candy he would frequently support the mass on 
his upper thighs and abdomen. 

The patient was advised to stop work, and with 
soothing therapy his skin returned to normal in 
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about four weeks. A series of patch tests were 
then performed. A 3+ reaction was obtained to 
the crushed cinnamon hearts, while no reaction 
was produced by other candy containing the same 
sugar and corn syrup base, but with other flavoring 
agents. The manufacturer reported that a cassia 
flavor in the amount of 1% was incorporated in 
the sugar and corn syrup mass to make up the 
“hearts.” He supplied samples of the ingredients 
of the cassia flavor, and patch tests with these 
gave the following results: negative reactions to oil 
of mace (1% in alcohol), vanillin USP (1% in 
petrolatum), and oleoresin capsicum N.F. (1% in 
olive oil), 1+ to oil of cinnamon leaves (5% 
in olive oil), and 4+ to cinnamic aldehyde (5% in 
petrolatum). 

The patient has returned to his job in the candy 
factory and has remained free of any dermatitis. 
He has handled the same stock base of sugar and 
corn syrup, but has avoided contact with cinnamon 
or cassia flavor. 


Summary 


The case of a candy maker with a contact 
dermatitis due to cassia flavor is reported. 

Although reactions to cinnamon and cassia are 
uncommon, they must be kept in mind as possible 
causes of dermatitis, particularly in bakers and 
confectioners. 


247 Waterman Street, Providence (6), R.I. 
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Sensitivity to Bithionol 


L. EDWARD GAUL, M.D., Evansville, Ind. 


Three instances of sensitivity to bithionol have 
been seen in the past year. A girl, aged 5, de- 
veloped a flare-up of dermatitis on the chin, fol- 
lowing the use of an antiseptic cream. Blind 
patch tests disclosed a three-plus reaction to the 
sample containing bithionol, which reproduced the 
initial patch test response to the antiseptic cream. 
The latter also contained hexachlorophene. This 
produced a one-plus patch test reaction. Recur- 
rence of the dermatitis followed the use of a chap 
lotion containing this chemical. A male, aged 51, 
developed a weeping dermatitis of the forehead 
and scalp, with edema of the eyelids. A hair 
dressing containing bithionol produced a three-plus 
patch test reaction. Use of the same dressing at 
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a later date initiated a prompt recurrence. A 
mother, aged 22, presented hands distended by a 
tight erythroedema. An intense zonal and weep- 
ing dermatitis occupied the dorsal surfaces. The 
next day, the inflammation had spread; the fore- 
arms were swollen, as well as the eyelids and 
face. She was hospitalized. Soon, a diffuse, patchy, 
macular rash covered the entire body. The acute 
manifestations began to subside on the seventh 
hospital day. She had had a hand dermatitis off 
and on for two years, The flare-up coincided with 
the purchase of the second tube of the same anti- 
septic cream. A patch test with the cream pointed 
to the presence of a sensitizer. When the young 
mother had completely recovered, she was retested 
with bithionol 1% in petrolatum, and a strongly 
positive test was secured. 
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Treatment of Acne with Long-Term Continuous 


Graded Abrasion 


ROSE B. SAPERSTEIN, M.D., Los Angeles 


This report deals with a regimen for acne 
vulgaris that utilizes continuous graded abrasion 
with an abrasive soap paste as a means of pro- 
ducing desquamation mild enough to be cosmetically 
compatible with daily living and therapeutically 
effective enough to maintain the patency of the 
pilosebaceous openings. It is based on a 10-year 
clinical study of over 1,000 patients. 

Continuous graded abrasion can be used in all 
acne patients as a supplement to other treatment, 
including vitamin A, antiseptic creams, lotions, 
vaccines, antibiotics, and evacuation of fluctuant 
lesions. When improvement has been achieved, the 
adjunctive treatments may be discontinued and 
abrasion continued. 

During the course of the study, many types of 
abrasives were tested and discarded. They included 
carbonates, granites, ground porcelain, silica, and 
silicates. The substance found most satisfactory is 
fused synthetic aluminum oxide, which is in- 
corporated in a soap paste with hexachlorophene 
1% and a synthetic detergent cleanser.* 

Three grades of the abrasive paste are used in 
the course of the treatment: fine, medium, and 
rough. The fine abrasive soap paste is first pre- 
scribed with instructions for use three times daily 
until dryness, redness, and scaling occur. It is 
emphasized that these reactions are desirable for 
good therapeutic results, and only if the face is 
irritated should the abrasion be interrupted for a 
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day or so. The routine is then resumed, and the 
interesting observation is made that despite previous 
irritative reactions, no further obvious scaling oc- 
curs. After two to four weeks, the patient grad- 
uates to the medium grade, and finally to the rough 
grade for maintenance. The same reactions occur 
with each grade. 

The objective of treatment is to keep the sebum 
effectively washed off, while maintaining the pa- 
tency of the duct openings. Eventually, each 
patient learns to control his own degree of abra- 
sion and to use the various abrasive grades as 
his skin demands. 


Observations 


Self-manipulation of the lesions disappears al- 
most entirely, for the abrasion routine apparently 
replaces the emotional need to scrutinize and ex- 
press each lesion. 

Many young patients who have had severe acne 
with pitting have almost imperceptible pitting after 
using this treatment for several years. 

Patients with pits and scars who are not suitable 
for wire brush surgery showed improvement after 
six months to a year of continuous graded abra- 
sion. 

If fine abrasion is begun soon after the erythema 
subsides following wire brush surgery, oiliness and 
small milial cysts do not appear. 

No hyperpigmentation in Negro or Caucasian 
skins occurred after long use, 

No lichenification occurred, even in atopic indi- 
viduals. 

The contraindications are few; when there are a 
number of superficial venules as in rosacea, and/or 
telangiectasia as in actinic sequelae, harsh abrasion 
is naturally avoided. 


643 South Wilton Place (5). 


Severe Vaccination Reaction in a Leukemic Patient 


ROLAND S. MEDANSKY, M.D.; BETSY B. BRENNAN, M.D., and ROGER P, KENNEDY, M.D., Chicago 


The literature describing cases of chronic lympho- 
cytic leukemia complicated by reactions to vaccina- 
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tion is sparse. A case is presented to describe this 
complication and to discuss its possible patho- 
genesis. 


This 72-year-old white man was in good health 
until 1950 when the diagnosis of chronic lympho- 
cytic leukemia was made. Except for several blood 
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transfusions in 1956, he had received no therapy. 
At that time he also developed an exfoliative 
dermatitis which responded well to steroids. His 
family history and past history were essentially 
negative, with the exception of a 30-pound weight 
loss in the year preceding admission. In May, 1958, 
he was vaccinated in the left deltoid region as treat- 
ment for a probable recurrent herpes simplex of 
the mouth. He stated that this was his first small- 
pox vaccination. Two days later his shoulder be- 
came swollen, painful, and indurated, but there was 
no systemic reaction. Five weeks later the area 
became ulcerated and began to drain. Treatment, 
consisting of local measures, surgical debridement, 
and 10 x-ray treatments, was of no avail. 

Physical examination revealed a normally de- 
veloped white man, chronically ill, with evidence of 
marked weight loss, who was lethargic but in no 
acute distress. 

The skin over most of the body was pale with 
a moderate loss of subcutaneous tissue. The hair 
and nails were normal. Over the left deltoid region 
there was a 19X10 cm. necrotic ulcer with ragged 
edges, a gangrenous base, and a foul-smelling 
greenish discharge (Figure). The examination of 
the eyes, ears, nose, throat, and heart were 
essentially normal. The chest was slightly hyper- 
resonant, with an increased antero-posterior diam- 
eter, and with a few crackling rales at both lung 
bases. There was a slight hepato- and splenomegaly 
and small discrete generalized lymphadenopathy. 
Blood pressure and pulse were normal. 

The electrocardiogram was normal except for 
a few ectopic beats. X-ray examination revealed 
a generalized interstitial pulmonary fibrosis and a 
bronchiectasis probably of long-standing. There 
was an erosion of the cortex of the left humerus 
at the midshaft. Albumin was 3.6 gm.%, globulin 
1.7 gm.%. Serum electrophoresis was normal ex- 
cept for a slightly decreased y-globulin. The fasting 
blood sugar was 95 mg.%, NPN 36 mg-%, hemo- 
globin 8.4 gm.%, WBC 140,000 with 98% lympho- 
cytes. Cultures of the ulcer showed Staphylococcus 
pyogenes var. aureus (coagulase positive) and B- 
hemolytic streptococcus. Sputa cultures revealed 
Pseudomonas aeruginosa, resistant to all antibiotics. 





Necrotic ulcer over left deltoid region. 
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Blood culture was negative. Bone marrow examina- 
tion was compatible with chronic lymphatic leu- 
kemia. 

Treatment consisted of saline and 0.5% acetic 
acid as wet dressings and surgical debridement of 
the ulcer. There appeared to be some improvement. 
Treatment for the chronic lymphocytic leukemia 
consisted of tetraethylene melamine 5 mg. per 
week and tetracycline 500 mg. q.i.d. because of the 
possibility of pneumonia. One thousand cc. of whole 
blood was given and the patient’s hemoglobin in- 
creased to 9 gm. One week after admission his 
white count was 133,000, with 98% lymphocytes. 
His temperature varied from 99 to 104 F, and 
he became progressively weaker. On the 14th hos- 
pital day resistant Pseudomonas aeruginosa was 
cultured from the blood, and the patient was placed 
on Kanamycin 1 gm. every six hours and poly- 
myxin B, sulfate 20 mg. every four hours with no 
apparent response. On the 5th day after the positive 
blood culture was obtained and on the 19th hospital 
day, the patient developed oliguria, a moderate de- 
gree of electrolyte imbalance, and died. 


The gross autopsy findings consisted of a 
penetrating necrotic ulcer of the arm, hepatospleno- 
megaly and lymphadenopathy, miliary lung abscesses 
and pneumonia, pulmonary edema, bilateral pleural 
effusions, and chronic pyelonephritis. 


Microscopic examination of skin from the an- 
terior chest wall revealed atrophy of the epidermis 
with no significant changes in the corium and skin 
appendages. Skin taken from the margin of the 
ulceration over the left deltoid region showed 
marked edema and the presence of granulation 
tissue. The base of the ulcer contained fibrous 
tissue, numerous epithelial buds, and chronic in- 
flammatory cells. In the same area were large 
cells which appeared to be degenerating muscle 
cells. There was no definite evidence of a leukemic 
infiltration of the skin in this area, 


Comment 


There is considerable evidence that patients af- 
fected with the lymphoma-leukemia group of neo- 
plastic diseases have a diminished capacity to react 
to bacterial, viral, and fungal antigens by the 
formation of antibodies.» These patients are also 
known to have a markedly decreased capacity to 
react to contact sensitizers.? It seems possible that 
the replacement of cells concerned with antibody 
production by abnormal cells typical of the 
lymphoma-leukemia complex would explain this 
failure of immune mechanisms. Since levels of 
antibodies against the vaccinia virus were not de- 
termined, it is not possible to say whether they 
were adequate or not. 


There have been several cases reported of fatal 
generalized vaccinia or generalized pustular erup- 
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VACCINATION REACTION IN LEUKEMIA 


tions following vaccination of leukemic patients.** 
Our patient showed no generalized eruption in spite 
of the severe necrotizing reaction which developed 
at the site of vaccination. Pinkus® in discussing a 
case similar to ours stated that patients with 
lymphomas tend to have low resistance to many 
types of infection, and, if these patients are unable 
to develop immunity against the smallpox virus, it 
may continue to invade and destroy the tissue 
locally. He further stated that the level of y- 
globulin has little relationship to the immunity to 
virus. 

Progressive vaccinia of the dysgammaglobuline- 
mic type has been described by Lewis and Johnson.® 
They state that progressive vaccinia results from a 
defect of y-globulin formation with a consequent 
paucity or lack of immune antibodies. Their clini- 
cal description of progressive vaccinia is “a slowly 
progressive enlargement and necrosis at the pri- 
mary site of inoculation, with the formation of 
many new lesions which undergo a similar 
metamorphosis and display no tendency to spon- 
taneous healing.” 

Another factor which we feel is responsible in 
part for the severe gangrenous ulceration developed 
by our patient is the presence of secondary infection 
with Pseudomonas aeruginosa. It has been stated 
that patients with leukemia are particularly 
susceptible to infection and to fatal septicemia pro- 
duced by this organism; and lesions occurring in 
such patients are described as necrotic and 
gangrenous in type.’ It is possible that this case 
demonstrates nothing more than a primary vaccinia, 


with the degree of reaction expected in a previously 
unvaccinated person, complicated by secondary in- 
fection with Pseudomonas aeruginosa. 

We suggest that patients affected with the 
lymphoma-leukemia group of diseases should not 
be vaccinated unless it is absolutely necessary. If 
vaccination is necessary in such patients, a supply 
of hyperimmune vaccinia gamma globulin should 
be available to treat any generalized reactions which 
might occur due to abnormal dissemination of the 
vaccinia virus. 


840 S. Wood St. (12). 
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Improvements in Vibra-Puncture Technique 


COLONEL ROBERT S. HIGDON (MC) and MAJOR WILLIAM R. VINEYARD (MC), U.S. Army 


Following recent reports ™° concerning the use 
of the vibra-puncture technique in the treatment 
of various cutaneous disorders, we decided to ex- 
periment with this new therapeutic modality. A 
Conway Dermajector Electric Tattooing Machine 
with a Conway Multiple Needle Injector* was 
obtained. This attachment was made by the same 
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company, and was adaptable to the dermabrasion 
equipment already in use at Walter Reed Army 
Hospital. 

Initial vibra-puncture procedures were somewhat 
painful and caused mild damage to the epidermis 
when the motor was operated at high speed, Fur- 
ther experiments brought about individual discov- 
eries by the co-author and by Captain William 
E. Amos, MC, U.S. Army, Resident, that the 
vibra-puncture technique could be carried out with 
a minimum of discomfort and no visible epidermal 
alteration when the motor was operated at a very 
low speed. 

Despite the most conscientious efforts on the part 
of the operator, attempts to obtain constant low 
motor speed by pressure on the foot pedal proved 
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Fig. 1—vView of dial on Type 116 Powerstat. 


to be inaccurate. Although the foot pedal is de- 
“signed to produce six speeds by variation of pres- 
sure, no clickstops are provided to inform the 
operator when he changes from one speed to 
another. Consequently, only maximum speed is 
obtainable with any degree of assurance; all others 
are purely guesswork. 


In view of the difficulties encountered, we de- 
cided to obtain a rheostat which would automati- 
cally regulate any desired range of motor speeds. 
An electrical engineer advised the purchase of a 
Type 116 Powerstat} (Fig. 1). This inexpensive 
device is connected in the electrical circuit between 
the wall outlet and the foot pedal (Fig. 2). The 
motor speed is thereby regulated entirely by the 
Powerstat and the foot pedal becomes merely an 
on-and-oft switch. 

Aaron, Kantor, and Stromeyer* reported “The 
oscillation rate of the needles is controlled during 
the operation by a foot pedal, and the most effec- 
tive rate for this procedure is 3000 to 3500 rpm.” 
These authors, however, did not describe their 
method of determining the revolutions per minute 
(rpm). 

In ascertaining the rpm of our machine, a 
Starrett Speed Indicator No. 0-100 was used. 
This measuring device revealed the range of rpm 
to be much more consistent when using the Power- 
stat as a regulator than when using foot pressure. 
While generally consistent readings were obtained 


+ Manufactured by the Superior Electric Com- 
pany, Bristol, Conn. 

t Manufactured by the L. S. Starrett Company, 
Athol, Mass. 


156/604 


A, M. A. ARCHIVES OF DERMATOLOGY 





Fig. 2——Powerstat connected between electrical 
outlet and vibra-puncture equipment. 


at different Powerstat settings, it was nevertheless 
found that variations in the readings could be 
caused by any of the following factors: 

1. Changing the position of the cable and hand- 
piece to a vertical, horizontal, or operative posi- 
tion resulted in completely different readings. 

2. The period of motor warm-up was of im- 
portance. More uniform readings were obtained 
after the motor was allowed to run for five min- 
utes. 

3. Normal variations in line voltage caused a 
difference in readings. We were advised that the 
addition of a voltage regulator would not be of 
any particular benefit if it were used in conjunc- 
tion with such a weak motor (oth horsepower). 

Despite some demonstrable fluctuations in rpm 
for reasons outlined above, it was clearly demon- 
strated that the Powerstat could be depended upon 
to maintain fairly constant rpm for the time 
required in an operative procedure. In comparison 
to the Powerstat, human operators—using very 
light pressure on the foot pedal—proved to be 
quite inefficient in their efforts to maintain a uni- 
form low motor speed. 

After repeated trials with our particular Power- 
stat, settings from 45 to 48 were found to produce 
the least amount of pain. Determinations of rpm 
at these settings ranged from 800 to 1400. Corre- 
sponding needle strokes (one stroke for each 2 
rpm) ranged from approximately 7 to 12 per 
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Fig. 3.—Conway Der- 
majector Handpiece with 
nosesleeve removed and 
shown above. Arrow in- 
dicates location of scored 
millimeter markings on 
piston barrel. 





with the 


second. All measurements were taken 
handpiece held in the operative position. Determi- 
nations with other motors and other Powerstats 
might well reveal a marked variation from our 
findings, but with the equipment we have had 
available for testing, it would appear that con- 
siderably lower rpm settings than those recom- 
mended by Aaron et al.* are better tolerated by 
patients. 

Depth of penetration is an important considera- 
tion in vibra-puncture technique. Over bony prom- 
inences, the procedure is quite painful if the needles 
pierce more than one millimeter in patients of 
average weight. Calibrated markings are not furn- 
ished on the Conway Dermajector Handpiece; 
needle length for injection is visually determined 
by moving the nosesleeve up and down the piston 
barrel until the operator reaches the desired po- 
sition. In order to permit rapid settings of the 
needles to predetermined penetration depths, we 
decided to have two circumferential markings 
scored on the piston barrel at distances of 1 and 
2 mm. from its proximal end (Figs. 3 and 4). 
A maximum needle length of 3 mm. is obtained 
when the nosesleeve is pushed back as far as 
possible on the piston barrel and secured in that 
position by means of the locking screw. With 
the guide markings available, advancement of the 
nosesleeve to the first and second markings on the 
piston barrel reduces the needle penetration to a 
length of 2 mm, and 1 mm., respectively. 


Summary 


Interposition of a rheostat in the electrical cir- 
cuit of equipment used for vibra-puncture has re- 
sulted in more accurate control of desired motor 


Higdon—V ineyard 








Fig. 4.—Close-up view 
of scored millimeter 
markings’ on piston bar- 
rel. 


speeds. This was not formerly possible when motor 
speed was dependent upon the unpredictable amount 
of pressure applied to a foot pedal by the operator. 
Our findings indicate that reduction of motor rpm 
to approximately half the amount previously rec- 
ommended by other authors results in less dis- 
comfort for patients. 

The scoring of millimeter markings on the piston 
barrel of the Conway Dermajector Handpiece per- 
mits rapid and exact regulation of the needles to 
the desired depth of penetration. 

Acknowledgements: photographs by Medical Il- 
lustration Section, Walter Reed Army Hospital; 
markings on Conway Dermajector Handpiece 
made by Division of Instrumentation, Walter Reed 
Army Institute of Research. 


Box 2, Walter Reed Army Hospital (12). 
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Ointment Applied as Occlusive Dressings; Report of a Case 


JOHN GARB, M.D., New York 


Report of Case 


The patient,’ a young woman aged 18, was first 
seen on Feb. 13, 1956, complaining of an eruption 
and itching. She was originally examined at the 
New York Skin and Cancer Clinic at six months 
of age, when the mother was advised to postpone 
treatment until the patient reached the age of 16 
years. 

Dermatologic Examination.— The patient pre- 
sented on the left side of the base of the chest a 
fairly well-defined horizontal patch, triangular in 
shape, with the apex reaching the inframammary 
region. It measured 12.5 cm. at the base and 5 cm. 
along the bisecting line from the apex to the 
base. The lesion was solid, raised, with a rough 
surface, somewhat infiltrated, studded with ver- 
rucous growths, and narrowed at both ends of 
the base. Satellite patches extended towards the 
spine and to the lower border of the scapula. 
A half-dollar-sized similar nevoid patch was seen 


Submitted for publication June 2, 1959. 

The following is a report of a case of ver- 
rucous type of nevus unius lateris, present since 
infancy, which has undergone complete involution 
with applications of podophyllin ointment. 


Fig. 1—(Feb. 14, 1956) 
Verrucous lesions on left 
side of chest before treat- 
ment. 
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in the left infraclavicular area, and there were 
smaller grouped verrucous growths on the lateral 
region of the neck and on the upper part of the 
left shoulder. The same type of verrucous lesions 
occupied almost the entire outer surface of the left 
labia majora and left inguinal region, extending 
to the middle of the inner surface of the left 
thigh, and gradually diminishing m width to form 
a prolonged obtuse angle. 

Treatment.—The patches on the left side of the 
chest, left shoulder, and neck were treated with 
applications of 0.125% to 0.75% podophyllin oint- 
ment once weekly from February 13 till November 
12, 1956. The vehicle consisted of 8.0 gm. oleum 
ricini and 24 gm. petrolatum album. The strength 
of the ointment was gradually increased, depend- 
ing upon its effect on the patches. The borders 
were protected with flexible collodion for about 
l cm. The areas treated were cowered for 2 to 3 
days with a polyethylene type plastic film * fastened 
with scotch tape. No untoward reaction followed 
the application of podophyllin ointment in the 
above percentage, but 1% podoplyllin produced a 
dermatitis. 


* Saran Wrap, Dow Chemical Co., Midland, 


Michigan. 
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Fig. 2.— (June 24, 
1958) Complete healing 
of the verrucous lesions 
on left side of chest. This 
healing has been main- 
tained since November 12, 
1956. 





Fig. 3.—(Feb. 14, 1956) 
Verrucous lesions on left 
side of neck and infra- 
clavicular regions before 
treatment. 


Fig. 4.—(June 24, 
1958) Complete resolution 
of the verrucous lesions 
on left side of neck 
and infraclavicular re- 
gions. This result has 
already been maintained 
since November 12, 1956. 
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5.—( June 24, 1958) Group of verrucous 


Fig. 
growths on left lower border of the scapula which 
was not treated. 


Follow-Up Report—The patient was reexamined 
on April 25, 1958. She stated that since November 
12, 1956, one week after the last application of 
the podophyllin ointment, the lesions treated had 
completely cleared up, and had not recurred. These 
areas revealed a smooth surface, level with the 
normal surrounding skin (Figs. 1-4). For the pur- 
pose of maintaining a control, a half-dollar-sized 
verrucous patch on the lower border of the left 
scàpula was not treated (Fig. 5). The patient 
complained of severe pruritus before the treat- 
ments were begun, but had no itching since the 
regression of the lesions. 


Comment 


From the statement of the patient, an intelligent 
girl, and from a recent inquiry, the period of 
complete resolution would be established as three 
years and two months. It may, therefore, be justi- 
fiably reasoned that a recurrence of the nevus is 
unlikely. Since none of the patches have ever 
regressed spontaneously, and as the verrucous 
growths in the lower border of the scapula (Fig. 
5) and in the other, untreated regions are still 
present, the possibility of spontaneous resolution 
in the podophyllin-treated areas may be ruled out. 


It should be emphasized that under the nomen- 
clature of nevus unius lateris are included various 
types with different degrees of involvement. Some 
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have darkly pigmented areas which occasionally 
become malignant? and some are associated with 
extensive congenital defects. Only certain types 
similar to the one herein presented, which was of 
uniform dull-red color and of a fairly even eleva- 
tion, should respond to podophyllin ointment appli- 
cations. 


It is imperative to note that podophyllin is a 
powerful irritating and sensitizing drug,* and, even 
in a concentration as low as 0.5%, has at times 
caused inflammation. The dermatologist alone, 
therefore, should apply podophyllin ointment once 
or twice weekly. It is not to be prescribed or 
given to the patient, because of the technique in- 
volved and the probability of development of con- 
tact dermatitis if not used with caution. This 
warning is stressed because of a patient’s tendency 
to apply a salve more liberally, with resulting 
dermatitis. 


The effectiveness of podophyllin ointment is 
considerably enhanced by the use of occlusive 
dressings, because of the continuous contact of the 
nevoid patches with the drug. The plastic film 
held in place over the applied ointment with scotch 
tape has been found very suitable for occlusive 
dressings. This film is more securely held in po- 
sition by a linen binder with strings to fasten it to 
the trunk or limbs. The nine-month period of 
treatment in this patierit is a comparatively short 
time for such a nevus, considering the excellent 
result achieved. However, in some cases the time 
may be considerably shortened by twice weekly 
dressings. 

The present paper is added to two other re- 
ports on recalcitrant dermatoses, lichen simplex 
chronicus, and amyloidosis cutis,° successfully 
treated with podophyllin ointment. In the latter 
publication’ the pharmacology of podophyllin was 
adequately discussed. Podophyllin, in my ex- 
perience, has been found to be a most useful 
drug in refractory dermatoses, either used alone or 
in combination with steroids, the proper respec- 
tive percentage being applied as occlusive dressings. 


Summary 


Selected sections of a verrucous type of nevus 
unius lateris in an 18-year-old girl were treated 
with light applications of podophyllin ointment. 
The strengths varied from 0.125% to 0.75%, 
gradually increased. A plastic film was used as 
occlusive dressings for two to three days. This 
was followed by a mild salve if any irritation 
resulted. After nine months of treatment, the 
lesions had completely regressed, without leaving 
any trace of previous verrucous growths. There 
has been no recurrence of the nevus for over three 
years. Spontaneous resolution has been ruled out 
because the untreated areas have not revealed any 
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evidence of regression since they first developed 
during infancy. 

It is emphasized that certain types of nevus unius 
lateris, those of uniform deep-red color and with- 
out serious congenital defect, would most likely 
respond to podophyllin ointment treatment. 


219 East Nineteenth Street (3). 
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Xylocaine (Lidocaine) Viscous 


A Topical Anesthetic Agent of Value for the Relief of Pain Associated 
with Oral Mucous Membrane Lesions 


RICHARD CARL GIBBS, M.D., New York 


Painful lesions of the oral mucous membranes 
occur in a variety of conditions. Often such le- 
sions represent mucous membrane manifestations 
of diseases that are more of the skin than of the 
mucous membranes per se. Pemphigus vulgaris 
and erythema multiforme are examples. In addi- 
tion, there are painful lesions that are solely of 
the oral mucous membranes, like the canker ‘sores 
of aphthous stomatitis. As much or more than 
any other specialist, the dermatologist is consulted 
for relief of conditions of the oral mucosa, and of 
the pain associated with them. 

It is therefore important that the dermatologist 
be acquainted with agents that can alleviate the 
pain associated with mouth lesions. Xylocaine 
(lidocaine) Viscous 2% was studied for efficacy 
in this respect. 


Submitted for publication May 19, 1959. 

Dr. Morris Leider gave aid in preparing this 
paper. 

Xylocaine supplied by Dr. G. Vinton Hallock, 
Astra Pharmaceutical Products, Inc., Worcester, 


Mass. 


From the Department of Dermatology and 
Syphilology of the New York University Post- 
' Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman), and the Service of Dermatology 
and Syphilology of Bellevue Hospital (Dr. Morris 
Leider, Chief of Service). 


Materials and Methods 


Xylocaine (lidocaine) Viscous 2% is a cherry- 
flavored, semisolid, gelatinous preparation of the 
following composition’: 

Xylocaine (lidocaine) 20° gm. 
Carboxymethylcellulose sodium 2.5 gm. 
_Diethylaminoaceto-2, 

6-Xylidid Hydrochloride 2.0 gm. 


Saccharine sodium 0.075 gm. 
Methyl-p-hydroxybenzoate 0.07 gm. 
Propyl-p-hydroxybenzoate 0.03 gm. 


Flavor q.s. 
Distilled water to 100 cc. 

According to Sandler,’ the preparation “has low 
surface tension and high viscosity which permit it 
to spread evenly on the mucous membrane and to 
stick to the surface for a considerable period of 
time. This prolonged contact seems to provide 
adequate time for the anesthetic to be absorbed 
locally before it is washed away.” 

The active ingredient, Xylocaine (lidocaine), 
which has rapid action and a low toxicity,’ is a 
local anesthetic that was developed by Lofgren 
in 1948. Its structural formula‘ is contained in 
the footnote at the bottom of this page.* 
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Results 

Duration Pain 

Diagnosis of Use Relief 
1. Pemphigus valgaris 1 week Yes 
2. Pemphigus vulgaris 4 days Yes 
3. Pemphigus vulgaris 2 weeks Yes 
4. Pemphigus vulgaris 4 weeks Yes 
5. Pemphigus vulgaris 3 days No 
6. Pemphigoid 2 weeks Yes 
7. Erythema multiforme 5 days Yes 
8. Aphthous stomatitis 2 days No 
9. Aphthous stomatitis 1 week Yes 
10. Aphthous stomatitis 5 days Yes 
11. Aphthous stomatitis 8 days Yes 
12. Aphthous stomatitis 2 weeks Yes 
13. Stomatitis, nonspecific 3 days Yes 
14. Stomatitis, nonspecific 6 days Yes 
15. Stomatitis, nonspecific 10 days Yes 
16. Stomatitis, nonspecific 2 days Yes 


Besides being usable in the oral cavity, it has 
been employed to relieve the pain associated with 
the passage of various scopes into the gastro- 
intestinal tract (esophagus, stomach, and rectum).® 

The preparation was employed in 16 patients 
with painful oral lesions. The pain was particu- 
larly severe upon chewing and swallowing. Four- 
teen of the patients were either hospitalized at 
Bellevue Hospital on the dermatologic or oral 
surgical services, or were treated on an outpatient 
basis. Two of the patients in the series were 
treated by attendings in dermatology in their pri- 
vate practices. 

All the patients were instructed to employ the 
preparation in the following manner: Swish one 
tablespoon of the liquid around in the mouth for 
5 to 10 minutes before each meal. The patients 
were also instructed not to swallow the medication, 
but to expectorate it when the time was over. 

Of the patients studied, four of those with 
pemphigus vulgaris had tried other preparations 
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to relieve their pain prior to the use of Xylocaine 
(lidocaine) Viscous 2%. The unsuccessful prepa- 
rations employed were hydrogen peroxide mouth- 
washes (diluted with equal parts of water), 
diphenhydramine hydrochloride (Benadryl hydro- 
chloride) mouthwashes (50 mg. of diphenhydramine 
hydrochloride dissolved in a glass of water), a 
mouthwash consisting of equal parts of milk of 
magnesia and hydrogen peroxide, and dibucaine 
hydrochloride (Nupercaine) lozenges. 


Results 


Our results are shown in the accompanying Ta- 
ble. Fourteen patients experienced relief, and were 
benefited by the agent. No side-reactions were 
noted, and patient acceptance was satisfactory. 


Summary and Conclusion 


Xylocaine (lidocaine) Viscous 2% was used in 
16 cases of painful mouth lesions, and was found 
to be an agent worthy of trial for the relief of 
painful oral mucous membrane lesions, 


Bellevue Medical Center, New York University, 
550 First Avenue. 
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IDIOPATHIC ATROPHODERMA 


To the Editor:—At the time we wrote our article “Idiopathic Atrophoderma of Pasini 
and Pierini Occurring in Two Brothers,” (A.M.A. ArcH. Dermat. 80:195 [Aug.] 1959) we 
accepted the statement in the report of Canizares et al. (Idiopathic Atrophoderma of Pasini 
and Pierini, A.M.A. ArcH. DerMAT. 77:42 [Jan.] 1958) that this condition “ ... has received 
no attention as such in the American dermatologic literature and is not mentioned in any 
textbooks in English,” | 

It has recently come to our attention, however, that this is not so. The book, “Clinical Selec- 
tions in Dermatology and Mycology” by Frederick T. Schmidt, published by Charles C Thomas 
in 1956, contains a 10-line paragraph describing Idiopathic Atrophoderma, plus three other pas- 
sing references to it. This publication therefore antedates Canizares’ article by two years. 

We believe that printed priority should be granted to Dr. Schmidt, in the English-language 
literature. 

Marc A. WEINER, M.D., and 
James Q. GANT Jr, M.D. 
915 Nineteenth St., N.W. 
Washington 6, D.C. 


ANNOUNCEMENTS 


Symposium on the Oral Treatment of Fungus Infections with Griseofulvin.—A Sym- 
posium on the Oral Treatment of Fungus Infections with Griseofulvin is to be held at the 
Royal Society of Medicine, London, W.1. on Friday and Saturday, May 13 and 14, 1960, 
with sessions on historical, clinical, and pathological aspects. For particulars please apply to: 
The Secretary, Symposium on Fungus Infections, St. John’s Hospital Dermatological Society, 
5, Lisle Street, London, W.C.2. 


Scientific Exhibits.—Applications are now being received for space for scientific ex- 
hibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1960. 

Awards will be given for the best exhibits in each of the following categories: 

1. Original investigation 
2. Teaching value 
3. Historical 

Please address all correspondence before the application deadline, June 1, 1960, to Frederick 
D. Malkinson, M.D., Section of Dermatology, University of Chicago Clinics, 950 E. 59th St., 
Chicago (37). 
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Obituaries 


HOLGER HAXTHAUSEN, M.D. 
1892-1959 


Holger Haxthausen, one of our time’s leading dermatologists, died on Sep- 
tember 18, 1959. 

Dr. Haxthausen devoted his life to dermatology. At the age of 27 he ob- 
tained the degree of Doctor of Medicine by a monograph on “Skin Diseases 
Produced by Ultraviolet Light,’ and three years later he became a board specialist 
of skin and venereal diseases. As a young man he studied dermatology in Paris 
and Berlin, but his main training and development took place in his owa country. 
He was professor of Dermatology and Venereology to the University of Copen- 





HOLGER HAXTHAUSEN, M.D. 
1892-1959 


hagen and Director of the Skin Department of the University Hospital for 
28 years. 

Dr. Haxthausen had an open mind to the world’s dermatologic research, and 
he was a well-known participant in international congresses. His distinguished 
personal authority, somehow, was his shell against the outside world. This should 
be realized by every foreigner who met the gay and witty society man and con- 
gress speaker. His cheerful exterior was a cover of a serious interior, a cover 
which 67 years were just enough to wear out. 

Dr. Haxthausen was no fighter. He hated personal disputes among his col- 
leagues, but not professional disagreements and discussions. As an objective sci- 
entist he searched the truth, but he always questioned it. 
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Like an artist Dr. Haxthausen loved dermatology for its colors, shades, fig- 
ures, and contours. He never practiced violent and hazardous treatment. Primum 
non nocere was his invariable principle. He treated human beings at one time, 
guinea pigs at another. 

He was a critical investigator and an inspiring teacher of most contemporary 
Danish dermatologists and several colleagues from Sweden and Norway as well. 
The training of students was one of his primary interests, and few teachers have 
been endowed with such brilliant ability for lecturing. His students will remember 
his cultured sense of humor and of reason. 

Dr. Haxthausen’s scientific contribution towards elucidating the pathogenesis 
of allergic eczema by transplantation experiments in identical twins, his para- 
biosis experiments on humoral antibodies using sensitized guinea pigs, and his 
extensive studies on the role of lymphocytes as transmitters of skin hypersensi- 
tivity will be remembered, and so will his pathogenetic studies on morphea, 
vitiligo, and acrodermatitis atrophicans. His skillful experimentation has enriched 
dermatology and medicine and placed Holger Haxthausen among the world’s 
foremost dermatologic clinicians. His name remains attached to the skin disease 
keratoderma climactericum. 

Dr. Haxthausen was honored by membership of several dermatologic and 
medical societies of European, American, and Asiatic countries. Among these 
were the American Dermatological Association and the Society for Investigative 
Dermatology. 

The dermatologic profession has lost one of its most appreciated personalities. 


Gustav AsBoE-HANSsEN, M.D. 
Copenhagen 
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PROFESSOR LUCIEN-MARIE PAUTRIER 
1876-1959 


Professor Pautrier was born in Marseille the 3d of August, 1876. Soon 
after graduation his attention turned to dermatology and he studied under Le- 
redde, himself one of the brilliant pupils of Besnier. He studied skin tuberculosis 
for three years, following which he published in 1903 a voluminous thesis of 350 
pages under the title of “The Atypical Tuberculoses.” 

This thesis directed attention to Pautrier. Being desirous of continuing to 
pursue his career in dermatology, he presented himself to Brocq to ask for an 
assistantship. He had the agreeable surprise of seeing the master of St. Louis 
take from his library the thesis in question and present it to him filled with an- 
notations in his own hand. He received the position he requested, and between 
1903 and 1914 Pautrier became first assistant, and then chief of the Laboratory of 
Brocq. He served in the First World War with exceptional gallantry and received 
numerous decorations. With the signing of peace, Strasbourg became French 
once more and Pautrier was offered the chair of Dermatology at the University, 
which he accepted. His skill as a teacher was outstanding, and in 1930 the Uni- 
versity constructed a new building which housed the largest and the most sump- 
tuous dermatologic clinic in France. With the coming of the Second World War, 
Strasbourg was evacuated and Pautrier was invited to fill the chair of Derma- 
tology at the University of Lausanne. After the end of the Second World War, 
on his return to Strasbourg, everything was devastated ; the cruelest blow perhaps 
being that the dermatology clinic had been transformed into an institute for study 
in atomic physics. 

The scientific work of Professor Pautrier is enormous. In collaboration with 
Brocq, he described angio-lupoid as well as giant lichenification, to which his 
name is attached together with that of his master. 

The publications of the dermatologic clinic of Strasbourg in the period be- 
tween the two world wars form seven thick volumes. Among his pupils there 
were nine chairmen of university departments of dermatology. He received the 
degree of Doctor honoris causa from the Universities of Montreal, of Coimbra, 
Sofia, and of Gand. He received the highest decorations from numerous gov- 
ernments and was an honorary member of twenty-five national societies of 
dermatology. 

Summary translation by Vincent J. Derbes (New Orleans) of obituary which appeared 
in Arch. belges dermat. et syph. 15: (Sept.) 1959. 
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The New, Newer, and Newest 


In September a top echelon conference will be held in Geneva to formulate the Scientific 
Program for the forthcoming International Congress of Dermatology in Washington, D.C., 
in 1962. Presumably, as in other years, the program will evolve from various Main Themes. 
We hope, however, that for this meeting the good conductors will introduce some new and 
interesting variations on these themes. | 

Meanwhile, plans for the social features are proceeding “satisfactorily.” There will be 
a concert by the Philadelphia Symphony Orchestra and by the Howard University Choir, 
an informal cocktail party, buffet supper, dancing, entertainment of a high order, a formal 
banquet, embassy parties, and excursions of all kinds, and 1962 is closer than you think, 





The current Congressional investigation of the drug industry has prompted a second read- 
ing of Dr. Solomon Garb’s interesting letter to the J.M. Educ. for September, 1959. In it 
he suggests that a study be undertaken of the business and financial relationships between 
medical schools and pharmaceutical companies. Just who is beholden to whom? He touches 
on some very sticky points and asks some pertinent questions: Do the companies get more than 
they pay for? What is the actual amount of their grants? Which of the companies participate 
and which ride coat-tails? Do the companies subsidize the medical schools, or, in fact, is it 
the schools that subsidize the industry? What would it cost for the companies to conduct 
their own investigations? Are medical school cost accounting systems naive, etc., etc.? In- 
vestigators would do well to read the letter, particularly those who “work for samples.” 
Meetings 

The Czechoslovakian, Bulgarian, and East German Dermatologic Associations in co- 
operation with the Czechoslovakian Society of Occupational Medicine and Allergology an- 
nounce a symposium on “Professional Dermatoses” to be held in Prague, Oct. 12, 1960, Dr. 
Quido Hornstein, the Medical School of Hygiene, Prague, registrar. 

In nearby France the Frency Society of Phlebology will conduct an International Congress 
of Phlebology at Chambray, May 6, 1960, The Secretariat, 63 Boulevard des Invalides, Paris, 
which recalled the following culled by Henry Michelson some time ago from a Guy’s Hospital 
Gazette: 





When I injected varicose veins 

I told them it would cure ’em 

They didn’t really like the pains 
But manfully endured ’em 

Pd tell them if it hadn’t gone 

That they might safely sue one 

But when at length the vein returned 
Pd tell them “It’s a new one.” 


Dr. Robert A. Nelson Jr. of the University of Maine School of Medicine delivered the 
third annual Howard Fox Memorial Lecture at New York University Feb. 16 on “Immuno- 
logic Mechanisms of Resistance to Microbial Infection and to Transplantation of Homologous 
Tissues.” 

Marcus Caro, Chicago, lectured on “Lesions of the Mouth” before the Chicago Laryngo- 
logical and Otological Society, Feb. 1, 1960. 

William B. Reed, Burbank, Calif., when he wasn’t skiing, recently delivered lectures 
before dermatologic groups in Munich and in Barcelona. 

Tom Murrell Jr. was elected President of the Richmond Academy of Medicine, the first 
dermatologist to be so honored since his father, Thomas Murrell Sr., was President in 1918. 

Lawrence Nelson, Santa Barbara, Calif., is President-elect of the Santa Barbara County 
Medical Society. In 1958 he was President of the Section of Dermatology of the California 
Medical Association. 

Under the pen name of Walter Erwin, Erwin P. Zeisler of Chicago, now retired, has 
written a book of verses titled, “Poems on Pertinent Topics.” 





It is estimated that there are 20 million persons tatooed in the United States, 3 million 
of them women. This clientel supports some 250 full time tatooists, a “durable breed of 
craftsman whose interest in mankind may be only skin-deep but whose impressions usually 
last a life time.” Gay Talese, New York Times Magazine, Nov. 22, 1959, Hi. 
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CHICAGO DERMATOLOGICAL SOCIETY 


Leon Goldman, M.D., President 
Frederick J. Szymanski, M.D., Secretary 


May 20, 1959 


Case for Diagnosis. Sarcoidosis? Presented by 
Dr. SAMUEL M. BLuEFARB, Dr. M. PAuL LAZAR 
and (by invitation) Dr. R. Lewis and Dr. F. E 
Dun Lap, from the V.A. Research Hospital. 


This 4l-year-old white man, a tool and dye 
worker, was first admitted to the V.A. Research 
Hospital on May 1, 1957, because of fainting epi- 
sodes associated with generalized convulsions, last- 
ing about 20 minutes. There was no incontinence, 
headache, or stupor. He had two of these seizures 
in the previous six weeks and was admitted to the 
Norwegian American Hospital both times, March 
13 and April 22, 1957. He was transferred directly 
to the V.A. Research Hospital with a diagnosis 
of sarcoidosis, pulmonary, and cerebral. He was 
discharged on May 31, 1957. 

The patient began having aphasia and amnesia 
for recent events. EEG and neurological con- 
sultation localized the lesion to the left cerebral 
hemisphere. A lung biopsy was interpreted as un- 
differentiated carcinoma. Skin tests for fungi and 
tuberculosis were negative (PPD). Chest x-ray 
revealed multiple discrete nodular lung lesions sug- 
gesting pulmonary metatases. 

He was readmitted to the V.A. Hospital on Sept. 
30, 1957, and discharged on Dec. 23, 1958. The 
chief complaint was forgetfulness, partial aphasia, 
and severe headache. Physical examination revealed 
blurring of the optic disk margins and a right up- 
per quadrantic field visual defect. Sensation was 
intact and neurologic reflexes were normal. Chest 
x-ray showed “metastatic lesions” in the right and 
left upper lobes. On Nov. 8, 1957, a left osteo- 
plastic craniotomy was done and a discrete lesion 
the size of a 50-cent piece was subtotally removed. 
Pathologic diagnosis was undifferentiated carcinoma 
of the brain. Postoperative recovery was good 
with no motor weakness and some improvement in 
the aphasia. 

His third admission was from April 13, 1958, 
to Aug. 20, 1958, for a recurrence of seizures and 
right hemiparesis from which he recovered prompt- 
ly. A repeat lung biopsy was reported as chronic 
granulomatous reaction of indeterminate nature. 
The brain lesion was re-evaluated and reported as 
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chronic granulomatous reaction of indeterminate 
nature. The patient’s aphasia improved remark- 
ably with speech lesion. 


The fourth admission occurred on April 27, 
1959, when the patient had “red spots” on the 
face and subcutaneous nodules of the arms of a 
few months’ duration. He was admitted to the 
Surgery Service where a biopsy of the subcu- 
taneous nodule was performed and reported as 
compatible with sarcoidosis. 


On his fifth admission, this time to Dermatology 
Service, a punch biopsy of the face lesions was 
performed. Skin tests may be observed on the 
forearms at 24 hours for tuberculosis (PPD 2nd 
strength), coccidioidomycosis, blastomycosis, and 
histoplasmosis. 


Slides are presented from brain, lung, skin, and 
subcutaneous tissue. 


Sarcoidosis. Presented (by invitation) by Dr. 
BRIAN POTTER and Dr. YELVA LYNFIELD, 


A 35-year-old Negro woman, originally from 
Arkansas, noticed a pink lump on her left buttock 
nine years ago. This slowly flattened and faded 
into a hypopigmented macule. Since then similar 
lesions have appeared on her trunk and extremities 
and followed a similar course. Five years ago 
reddish-violet nodules developed periorally and peri- 
nasally. Three years ago she had transient pain 
and edema of her feet and left knee. This recurred 
in the knee three weeks ago and disappeared in 
a few days without treatment. She felt tired but 
not otherwise ill. When first seen by us three 
weeks ago, general physical examination was nega- 
tive except for a hot, swollen, red, tender left knee. 
Her cutaneous lesions are fairly symmetrical. On 
the alae nasi are soft, friable purple nodules. On 
the outer arms and trunk are purplish, red, in- 
filtrated plaques, while older lesions on her trunk 
and legs are poorly circumscribed hypopigmented 
patches, some barely palpable. On diascopy, the 
lesions are yellow. 

Laboratory Data: Blood: White cells 4,600, 
with 63% polymorphonuclears, 27% lymphocytes, 
monocytes 6%, eosinophils 3%, basophils 1; hemo- 
globin 12.5 gm., sedimentation rate 46 mm. urinal- 
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ysis normal. Blood chemistry: Calcium 9.9, 
albumin 3.5, phosphorus 3.9, globulin 3.6. 

Chest x-ray showed bilateral hilar adenopathy. 
X-ray of hands was normal, and x-ray of feet 
showed cystic changes, bilaterally. 

Skin biopsies: Consistent with sarcoid. X-rays 
and biopsies are presented. 


Discussion 


Dr. ADOLPH ROSTENBERG JR.: Both cases are 
interesting and are good examples of sarcoidosis. 
The man is an extremely interesting case. The 
pituitary gland is not too rarely involved by sar- 
coidal infiltrations, and, therefore, I would think 
that involvement of the cerebral hemisphere can 
happen. It is hard for me to conceive how a 
diagnosis of carcinoma in the sections could have 
been made originally and changed to sarcoidosis. 
These two conditions, even from my limited knowl- 
edge of pathology, do not seem to be too much 
alike, so that there should be no difficulty in dis- 
tinguishing them. The problem is then, did this 
man have an independent carcinoma as well as 
sarcoidosis ? 

Dr. Brian Porrer (by invitation): Some years 
ago our patient had arthralgia and again recently 
her left knee was transiently swollen and tender. 
Involvement of joints in sarcoidosis has been de- 
scribed but we have no evidence of a direct asso- 
ciation in this patient. 


Case for Diagnosis. Presented by Dr. ADOLPH 
ROSTENBERG JR. and (by invitation) Dr. JACK 
M. Fox. 


This 54-year-old housewife has been seen periodi- 
cally at our skin clinic with a peculiar discolora- 
tion of the fingers of both hands, first noticed in 
1952. Apparently, it developed following minimal 
trauma to the fingers and the discoloration per- 
sisted. Her fingers are more sensitive now and 
she has been losing some strength in her hands. 
Consultation with the peripheral vascular clinic 
revealed no abnormalities. Her general medical 
condition is good. Three months ago the patient 
developed subungual hemorrhages under both large 
toenails. The patient’s mother developed a similar 
condition on her palms at age 75. 

Physical examination showed xanthelasma and 
moderate koilonychia. The fingers of both hands 
show an irregular violaceous pigmentation, partic- 
ularly on the palmar and dorsal aspects. Inter- 
spersed in these areas are pinpoint yellowish 
granules. All peripheral pulses are good. 

Serology, urinalysis, complete blood count, and 
chest x-ray are normal. Sedimentation rate was 
slightly elevated. Bleeding time, clotting time, and 
platelets were normal. Total cholesterol was with- 
in normal limits. 

_A microscopic section is presented. 


Discussion 


Dr. Brtan Porter (by invitation) : These lesions 
seemed to me perniosiform, and this suggests a-kind 
of persistent erythema multiforme or even lupus 
erythematosus. The histologic picture was of edema 
and inflammation. 


Tinea Capitis Caused by Trichophyton Vio- 
laceum in Grandmother and Granddaughter. 
Presented by Dr. IRENE NEUHAUSER and (by 
invitation) Dr. Bersy B. BRENNAN. 


A girl, aged 5, was presented at the March 
meeting of the Chicago Dermatological Society 
with a diagnosis of tinea capitis caused by Tricho- 
phyton violaceum. At the time the patient was pre- 
sented the source of the infection could not be 
determined. Since then it was learned that the 
child’s grandmother, aged 73, had had an itching 
eruption in the scalp for many years. The grand- 
mother was born in Poland and came to this coun- 
try in 1910 at the age of 24. 


Examination shows a few slightly scaling patches 
stippled with broken-off hairs over the occipital 
region of the scalp. 

The hair stubs showed invasion by an endothrix 
type of organisms. 


Generalized Trichophyton Rubrum Infection 
Treated with Griseofulvin. Presented by DR. 
IRENE NEUHAUSER and (by invitation) DR. 
Betsy B. BRENNAN. 


A girl, aged 12 years, has been presented at the 
Chicago Dermatological Society on a number of 
previous occasions with a diagnosis of congenital 
ichthyosiform erythroderma and a generalized 
Trichophyton rubrum infection. During this time 
she has received many types of treatment, y-globu- 
lin being the only therapy which produced any 
improvement, Although improvement during the 
first two weeks of y-globulin therapy was spectacu- 
lar, no further improvement occurred, and the con- 
dition gradually regressed in spite of continued 
treatment. 


On Jan. 21, 1959, the patient was started on 
griseofulvin (1 gm. daily). This dosage was con- 
tinued until the beginning of April when the 
dosage was reduced to 500 mg. daily. 

Blood hemoglobin, white cells, thymol turbidity, 
cephalin flocculation, bilirubin, alkaline phosphatase, 
blood urea nitrogen, and glucose have been deter- 
mined at frequent intervals during therapy with 
griseofulvin and have remained within normal 
limits. The urine showed a few white blood cells 
and a trace of protein before treatment, as well 
as during treatment but has not changed signifi- 
cantly. 

Kodachromes are presented to show the ap- 
pearance of this patient before treatment with 
griseofulvin. 
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Discussion 


Dr. Harvey BLANK, Miami, Fla. (by invita- 
tion): It is of interest that T. rubrum is most 
sensitrve to griseofulvin. 

Tinea capitis can be treated very readily in 
children. A dose of 750 mg. or even 500 mg. 
a day for about three weeks is usually sufficient. 
We have given 5 gm. and also 3 gm. in a single 
dose and at the end of six or seven weeks they 
were completely cleared. Whether this is going 
to preve to be a lasting method of cure I do not 
know. 

Dr, STEPHEN RotHMAN: Dr. Lazar asked me to 
see a child with black dot ringworm of the scalp. 
In spite of repeated attempts with a great number 
of broken hairs neither he nor we succeeded in 
culturing a fungus or to obtain KOH positive 
preparations. Dr. Lazar administered a total of 
750 mg. of griseofulvin several weeks ago to the 
child, and now it looks as if the process would 
subside. I would like to ask Dr. Blank if cures 
after such small doses have been observed. 

Dr. BLANK: I have not had much experience 
with T. tonsurans. The first case we saw and the 
only patient we followed long enough to report 
on showed improvement within several weeks. It 
was about three weeks before we were sure. The 
patient showed a typical picture. Dr. Pipkin tells 
me that most of the hairs grow back quite prompt- 
ly, but occasionally one has to pick out the dots 
and the black debris which may persist for six, 
eight, or ten weeks. 

Dr. RorHMAN: This treatment was begun in 
February and then discontinued because there was 
some uncertainty. 

Dr. GotpMAN: I should like to ask about re- 
lapses in rubrum after apparent cure. 

Dr. BLANK: I think it is too early to say any- 
thing about relapses. We shall have to wait until we 
go through this summer. Patients that are cleared 
in November or December could not be classified 
as cured until they go through the summer when 
generalized rubrum tends to recur. We have had 
some recurrent rubrum and almost without ex- 
ception they were patients that had R. rubrum 
of the nails. Our present feeling is that if the 
patient has nail lesions, and you treat the skin, 
you must continue treatment until the skin is 
cleared and the nails are restored to normal. I 
think that explains most of the relapses. Those 
that did relapse responded just as well the second 
time as they did to the initial treatment. 

Dr. RoTHMAN: ‘Temporarily we had been 
frightened by precipitous drop in sperm counts 
in three cases, but in all these men the count 
returned later to normal, in one case while treat- 
ment was continued. 

Dr. GoLtpMAN: Has there been any evidence that 
the lesions increase with the use of griseofulvin? 
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Dr. BLANK: There seems to be no increase in 
the lesions. We have seen mixed infections of the 
feet persist with griseofulvin. If it is a mixed in- 
fection you will have to treat it topically as well. 
There have been a few cases in which we found 
typical lesions of the feet and positive cultures; 
we treated them with griseofulvin, and the lesions 
disappeared, but the dermatitis remained. I sup- 
pose these are pompholyx. 


Dr. IRENE NEUHAUSER: I think the results of 
the griseofulvin might have been more rapid if 
the treatment had been supplemented with y-globu- 
lin. The response to y-globulin suggests that there 
may be a factor present in this eomplex in which 
the patient is deficient. 


Recalling our discussion when the first little 
girl was previously presented, the recent Review 
of Medical and Veterinary Myocclogy cited an 
article in a European publication reporting a Tri- 
chophyton violaceum infection in a calf. Dr. Blank 
have you ever heard of a Trichophyton infection in 
an animal ? 


Dr. BLANK: I have never heard of it. 


Generalized Lentigo (Zeisler-Becker). Presented 
by Dr. STEPHEN ROTHMAN and (by invitation) 
Dr. RICHARD GOODMAN. 


A 39-year-old white office worker noted the 
occurrence of scattered asymptomatic small brown 
freckle-like spots on face, extensor aspects of arms, 
and trunk approximately 30 years ago. Until one 
year ago a gradual increase in number, size, and 
depth of color occurred. In the last year she noted 
a marked progression and spread. The spots are 
present now also on flexor aspects, anterior trunk, 
etc., including exposed and unexposed areas. Noth- 
ing like this is known to have occurred in the 
family. 

The patient had sparse scalp hair until one year 
of age. She has had no eyebrows at all, but in 
the last years sparse brows have appeared. The 
maternal grandmother had no eyebrows. No drug 
history except occasional intake of “Midol” tablets 
for menstrual cramps. 


The skin of this patient is smooth in surface 
texture, probably thinned, and slightly hyperexten- 
sible. There is an extremely widespread “freck- 
ling” over the major part of the body, the 
hyperpigmented small spots.showmg a bizarre mix- 
ture of all sizes and shapes and different depth 
of color. The legs. display several large light 
brown pigmented macules reminiscent of café au 
lait spots. 


Patient has marked soft, fine, thin but dense scalp 
hair. Her adentulism developed slowly during adult 
life. Her lower jaw is protruding. (In Zeisler’s 
and Becker’s case the “jaw was prominent sug- 
gesting mild pituitary disturbance.”) There is mild 
intention tremor; this has not yet been investigated. - 
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Xanthelasma of eyelids are present. (Choles- 
terol was 260 mg. % and cholesterol esters 160 
mg. %.) 

Routine laboratory tests were negative. 

Biopsy sections of a macule on right thigh shows 
increased number of clear and pigmented cells in 
the lower layers of the epidermis. There is some 
grouping of these cells in nests and the tendency 
for some of these to grow down as tongues into 
the upper corium. However, these cells are not 
pleomorphic, and none appear divorced from the 
epidermis. A considerable amount of pigment is 
present in phagocytes in the upper dermis. 


Case for Diagnosis. Depigmentation. Presented 
by Dr. FRANK J. KENDRICK and (by invitation) 
Dr. Sytvia F. Grrem, Gary, Ind. 


A 2%%-year-old girl of Puerto Rican descent 
began to develop depigmented macules six months 
ago. Initially the depigmentation was limited to a 
small area near the midline of the chest. It has 
gradually spread to involve the left thorax, left 
back, and left arm in a rather bizarre pattern of 
streaks. There was no eruption preceding the depig- 
mentation. The child is healthy. No eruptions were 
noted at birth. The mother denies having any 
depigmentary disturbance and says she was healthy 
throughout the pregnancy. 


A 1'%-year-old girl sibling has developed a de- 
pigmented macule in the right axilla and a small 
streak on the chest within the past three weeks. 
Two older siblings are free of pigmentary dis- 
turbances. 


Incontinentia Pigmenti. Presented by Dr. SIDNEY 
Barsky and (by invitation) Dr. J. LATONI. 


A 9-year-old Negro girl has had the presenting 
conditions most of her life. The child’s mother 
does not remember if the patient had any vesicles 
or bullae after birth. The lesions had been raised 
and more prominent in the past; some of them 
have disappeared completely. No subjective symp- 
toms are present, and the objective sensory find- 
ings are normal. 


Eight years ago, abdominal surgery was per- 
formed, presumably for a congenital short esopha- 
gus and partial intestinal obstruction. 


Laboratory Findings: X-ray of skull normal. 
Supine chest x-ray shows patchy densities com- 
patible with pneumonitis. 

Complete blood count: Hemoglobin 66%, red 
cells 30.5, white cells 13,500 with 1% neutrophils, 
66% polymorphonuclears, 31% lymphocytes, mono- 
cytes 2%. Color index 1. 

Sputum showed Bacillus coli and Diplococcus 
pneumoniae. 

Urine showed 1-2 white blood cells, mucous, and 
epithelial threads, but was otherwise negative. 


Discussion 


Dr. SAMUEL W. BECKER JR.: Dr. Rothman’s 
case is an example of generalized lentigines. This 
patient has a projecting lower jaw. This was 
present in the patient reported by Zeisler and S. 
W. Becker Sr., but not in the one reported by 
Tom Fitzpatrick. The cause of lentigines is not 
known. Monobenzone (Benoquin) will partially 
bleach the lesions but there is danger of uncon- 
trolled depigmentation. 


The two children presented by Dr. Kendrick 
showed bizarre, linear, partial depigmentation. 
These lesions did not appear to follow the path of 
a nerve. The older child had linear papules in 
the right axilla. This appears to be partial leuko- 
derma secondary to some other disease, possibly 
lichen planus. 


The child presented by Dr. Barsky has incon- 
tinentia pigmenti. The pigment is subsiding and will 
probably disappear completely in about ten more 
years. 


Dr. STEPHEN ROTHMAN: I wish to thank the 
discussors. I am not in favor of a trial with 
Benoquin, Its bleaching effect is rather whimsical, 
uneven, and there is a real danger of eczematous 
sensitization with this material. I wonder if 
dermabrasion could be applied with benefit in this 
case, and I should appreciate the opinion of those 
who have much experience with this method. It is 
interesting to note that the first such recorded case 
was presented in the Chicago Dermatological So- 
ciety by Ormsby and Finnerud in 1928. Later sim- 
ilar cases were reported from France. Lutz deals 
with this condition in his latest text under the term 
of “progressive lentiginosis.” 


The most elaborate study on this condition is 
that of Zeisler and Becker (Arch. Dermat. & 
Syph. 36:109, 1936). Our patient is almost a fac- 
simile of theirs, except that in their case the prog- 
ress of lentiginosis has more or less ceased after 
puberty while in ours it is still progressing. In 
the patient of Zeisler and Becker, as well ‘as in 
ours, the jaw has been prominent reminiscent of 
acromegaly. In our patient the whole skin has a 
peculiar pasty texture, and I wonder what the 
elastic stains have shown. 


Dr. Porrer: There were considerably fewer 
elastic fibers than normal. 

Dr. RorHMAN: Maybe there is some congenital 
abnormality. 


Addendum 


Thorough endocrinological studies did not re- 
veal any pituitary abnormality. However, no studies 
on melanin-stimulating hormone (MSH) excretion 
were done. 
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Tuberous Sclerosis Complex (Including Ade- 
noma Sebaceum and Bone Lesions). Pre- 
sented by Dr. RoYAL IHRKE and (by invitation) 
Dr. J. HASEGAWA and Dr. Tom CARR. 


The patient was first seen in the neurology clinic 
at Northwestern University from Oct. 4, 1948, to 
Jan. 23, 1950, with a history of convulsions from 
the age of 5. She had been treated in the Cook 
County Hospital for convulsions Aug. 9, 1948, and 
and had been discharged Sept. 9, 1948, with a 
diagnosis of convulsive disorder, origin undeter- 
mined. 

She was seen in the dermatology clinic one month 
ago for the first time seeking removal of the nevoid 
plaque under the right eye. Fine firm nodules were 
noted bilaterally on the face. A diagnosis of 
adenoma sebaceum was made and biopsies were 
performed both on the nevoid plaque and a nodule 
on the left cheek. Histologic examinations showed 
both to be compatible with adenoma sebaceum. 
A bone survey was made. In addition to sclerotic 
change in the frontal bone and intracranial calcifi- 
cations areas of increased density were found scat- 
tered through the pelvic bone and vertebrae. X-ray 
of the chest, complete blood count, and urinalysis 
were normal. Heart, kidney, and eye studies have 
not been completed. 

Slides of the biopsy tissue from the nevoid plaque 
and x-rays of the bones are presented. 


Discussion 


Dr. CHARLES BELL, Lincoln, Neb.: Patients with 
tuberous sclerosis should have an ophthalmological 
examination. The ophthalmologists are aware of 
a characteristic tumor in tuberous sclerosis. I saw 
one with a very striking, apparently faceted, tumor 
of the retina. I tried to look into the retina of this 
patient but the light was too poor. 

Dr. J. HAseGAWA (by invitation): I shall have 
to apologize for the incompleteness of the work-up. 
We were held up by the psychometric studies. 
Roentgenograms of the hands have not been com- 
pleted. The ophthalmologist made an attempt to 
examine the eye without dilating it and was un- 
successful in visualizing the fundus. We hope to 
get the patient to the Eye Clinic soon. The reason 
we presented this case at this time was that lesions 
associated with adenoma sebaceum and tuberous 
sclerosis involving the skin are relatively rare. 
There are only three cases which involved the pel- 
vic bones. One was by Beck and Hammond in the 
Journal of Urology in 1957. One was in the Brit. 
J. Radiol, by Ashby in 1957. The last one is one of 
three cases by Whitaker in the March issue of the 
Brit. J. Radiol. of this year. It is generally felt that 
when you have a sclerotic lesion of this type in the 
spinal column and pelvis, it is more indicative of 
neurofibromatosis. The radiologist felt, if you look 
at the spinal column and pelvis, it may not be as 
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rare as generally suspected. It seems adenoma 
sebaceum has to be added to the lengthening list of 
diseases in which complete bone surveys are in- 


dicated. 


Keratoderma Disseminatum Palmaris et Plan- 
taris. Presented by Dr. Harran M. Levin, 
Delavan, Wis. 


A farmer, aged 46, is presented with punctate, 
yellowish-brown, flat and raised papules, pin-point 
to millet seed in size, of both palms and soles. 
These have been present since he was a boy of 
15 years of age. His daughter, age 16, is also 
presented with similar lesions, although many less, 
only on the palms. These have appeared in the last 
year and a half. There is no history of arsenical 
treatment in either patient. No samples of hair or 
nails were taken for determination of arsenic con- 
tent. A biopsy specimen is presented. 


Family History—A survey of the incidence of 
this disease in the family reveals the following: 
The first known occurrence was in the patient’s 
maternal grandfather. It was present on both palms 
and soles in his mother and in her only two sisters. 
In the patient-generation, it has been noted in two 
brothers and one sister; one brother has no com- 
parable findings. In the patient’s children, one 
daughter, age 16, has the early manifestations of 
the disease; one daughter, age 9 years, has no 
sign of the keratoderma as yet. This genealogical 
pattern seems to bear out the contention of Michael 
that the mode of inheritance is a simple, regular 
dominant. 


Discussion 


Dr. STEPHEN ROTHMAN: To my knowledge all 
these types of keratoderma are inherited as simple 
Mendelian dominant traits. The 16-year-old daugh- 
ter has developed in the last two or three years 
shiny keratotic papules on the arms, some of them 
grouped. I wonder if these are not common warts. 
This would be established by biopsy. 

Dr. HARoLD SHELLOW: In spite of the familial 
history here, I think the presenter should make 
an investigation for the evidence of arsenic in 
the hairs and nails. 

Dr. M. R. Caro: I am not convinced that arsenic 
can be ruled out entirely, and I think that a biopsy 
should be performed. Several years ago I saw a 
case similar to this presented before the Honolulu 
Dermatological Society. Histopathological exami- 
nation suggested an arsenical etiology and it was 
found that the patient was taking one-ninth grain 
of arsenic a day. There is a possibility that 
farmers who drink well water may be drinking 
water which contains arsenic as a contaminant 
from insecticides. A number of years ago we 
had a family of that type at the University of 
Illinois in which the father and a number of the 
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children developed arsenical keratoses from a well 
that had been contaminated from a leaky barrel 
of an insecticide that was stored in the vicinity. 


Dr. H. M. Levin: Relative to the question of 
arsenical keratoses, I inquired when I first saw 
this man as to his family background. He told 
me his mother had the same disease. He also 
told me that an aunt had the same disease and 
his mother’s sister had it but that she had not 
lived anywhere near where his mother lived. He 
originally came from Minnesota and had been 
raised on a farm. When I first saw this patient 
I thought these were warts on his hands. Until 
I checked them closely I thought there was some- 
what of an irregular distribution. In view of the 
family history, it is believed this is keratoderma. 
A biopsy was performed and the section showed 
only hyperkeratosis. If possible, I will make an 
analysis of some of the hairs and nails because 
arsenical keratoses should be ruled out. 


North American Blastomycosis. Presented by 
Dr. IRENE NEUHAUSER and (by invitation) Dr. 
Jack M. Fox and Dr. Betsy B. BRENNAN. 


The patient is a 33-year-old housewife who has 
had two lesions on her face for approximately 
four weeks. The first lesion began on the upper 
lip as a small pustule and then enlarged. The 
one under her left eye began four to five days 
later. The patient for the past few weeks has 
been complaining of “pleurisy-like’” pains in her 
right lower chest. She has a minimal cough. There 
are no complaints referable to the skeletal system. 
The patient was recently hospitalized at Elmhurst, 
Ill., where a skin biopsy was performed. 


Past history revealed hospitalization in 1946 
for pleural effusion in the right chest, the etiology 
unknown. Menses were terminated in 1956 (for 
excessive bleeding) by x-ray therapy. 


Physical examination reveals two sharply out- 
lined, elevated, pustular verrucous lesions 1.5 cm. 
in diameter on the right upper lip and below the 
left eye. There is a heavy crust under the left 
eye. 

Laboratory examination has shown a negative 
serology and urinalysis. Hemoglobin is 11.6, white 
blood count 10,450, with a normal differential 
count. The sedimentation rate is 44. Blood urea 
nitrogen and fasting blood sugar are normal. 

A KOH wet mount from the lip lesion revealed 
the typical Blastomyces dermatitides organisms. 
Sputum studies for fungi are not complete as yet. 
No fungi were found in the urine. 

Intracutaneous skin tests with blastomycin and 
first strength PPD were negative. 

Chest x-ray shows an infiltrate in the right mid- 
dle lobe. Bone survey has not been completed. 

A biopsy specimen of the lip lesion is presented. 


Discussion 


Dr. Harvey BLANK, Miami, Fla.: We see no 
blastomycosis in southern Florida except in those 
who come from elsewhere. I did not see this 
patient who had the lesions localized to the face. 
We have seen some very dramatic results with 
the use of amphotericin B in this disease, however. 

Dr. Leon GotpMAN: Amphotericin B continues 
to be effective in blastomycosis. We have tried this 
in one generalized moniliasis in a child and it 
was completely ineffective intravenously, topically, 
and by local injection. 

Although Dr. Wilson may be disturbed to hear 
this, we believe that complement fixation and the 
blastomycin skin test are not of practical value 
in the management of a patient with blastomycosis. 


Perifolliculitis Capitis Abscedens et Suffodiens. 
Presented by Dr. THEODORE COoRNBLEET, DR. 
BERNARD YAFFE, and (by invitation) Dr. RICHARD 
BERNSTEIN, 


Discussion 


Dr. Harotp SHELLOW: I suggest the use of 
corticosteroids. The result in combination with anti- 
biotics is most miraculous. For the patient with 
lupoid sycosis, which is another type of pyoderma, 
the result should also be phenomenal with corti- 
costeroids in combination with antibiotics. This is 
also true in hidroadenitis of the groin or axillae. 
There is a tendency to slight recurrences when the 
dose is cut down. 


Dr. ARTHUR Norins (by invitation): We have 
been interested in resistant types of infection. Our 
series was composed of patients with hidradenitis, 
boils, and cystic acne, so that the findings may 
not apply to these patients with perifolliculitis. 
In controlled studies patients were treated with 
systemic steroid-antibiotic combination as well as 
with antibiotic alone. There was no significant 
difference in the response to these regimens. 


Dr. SAMuEL M. BLuEFARB: We have had 
recently three cases at the Cook County Hospital 
where a combination of antibiotics and steroids 
were used. In all three patients the infection cleared 
and stayed cleared. 


Dr. THEODORE CORNBLEET: We have used a com- 
bination of steroids and antibiotics for suppurative 
hidradenitis successfully, but with prompt relapse 
when medication was discontinued. Just because a 
disorder ends in scarring would not seem to con- 
traindicate the use of beneficial radiation. Periade- 
nitis capitis is improved markedly with x-ray 
therapy; the scars are apparently no different fol- 
lowing the treatment, and epilation is only tem- 
porary. 
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Urticaria Pigmentosa. Presented by Dr. SAMUEL 
M. Briuerars, Dr. M. PAuL LAZAR, and (by 
invitation) Dr. R. Lewis and Dr. F. E. DUNLAP, 
from the V. A. Research Hospital. 


This 35-year-old white man was seen at the 
V.A.R. Hospital March 25, 1959, with a maculo- 
papular pruritic eruption. The rash started on the 
chest anteriorly 15 years ago while he was in 
service in England. In a period of a few months 
the lesions spread to involve the entire skin surface. 

The pruritus, not severe, lasts only a short 
time, and bothers him most in summer. Pruritus 
is not brought on or affected by food or drink. 
There is no known history of hay fever, asthma, 
or other dermatoses. 

Examination of the skin revealed 3-6 mm. 
brownish-red discrete maculopapular lesions over 
the entire skin surface which blanch with pressure 
to a brownish-yellow color. In response to trauma 
by scratching or rubbing, the lesions urticate and 
turn red. 

Laboratory Data: Urinalysis normal. Hema- 
tologic studies were normal except for frequent 
atypical monocytes in the peripheral smear. VDRL 
negative. Bone marrow studies normal. P.S.P. 
46.5% of dye excreted. 

X-rays: Bone survey shows demineralization of 
the humeri and femori with slight wedging of the 
vertebral body of L-1. No other definite bony 
lesions were demonstrated. X-ray of the chest is 
normal. 

The patient was tried on a five-day course of 
colchicine 0.5 mg. q.i.d. and steroids (prednisone) 
with no change noted. On sigmoidoscopy and en- 
doscopy the mucosa of the lower bowel, esophagus, 
and stomach were free of lesions. Microscopic 
sections of the skin, liver, and bowel mucosa are 
presented. 


Discussion 


Dr. J. HASEGAWA (by invitation) : We presented 
a case of extensive urticaria pigmentosa a year 
ago, amd at that time my attention was called to 
an article by Padawer in which he degranulated 
mast cells with colchicine. Unfortunately, it is a 
toxic material. The dosage which we used is not 
comparable to that used for rats on a weight-dose 
basis, but we used it to the point of tolerance. 
Biopsies and blood coagulation studies were per- 
formed before and after colchicine. By and large 
we detected no great change. We thought at one 
time that the bleeding time was increased im- 
mediately after the use of colchicine. In this 
patient we found wide variation in the results of 
the laboratory technique, so it is hard to draw 
any defmite conclusions. 

Dr. Harvey BLANK, Miami, Fla. (by invita- 
tion): We treated patients with reserpine up to a 
dose of 1 mg. a day. They were very tranquil, 
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but their urticaria pigmentosa did not change. The 
treatment was continued for about two months 
without success. $ 


Hypernephroma Metastases to Skin and Bones. 
Presented by Dr. Davin M. COHEN. 


A 73-year-old white man was admitted to the 
West Side V.A. Hospital on Nov. 9, 1958, because 
of left chest pain and dyspnea of five days’ dura- 
tion following a fall on his left side. Examination 
revealed fractures of his left ninth to twelfth 
ribs with pneumothorax for which he was initially 
treated. Additional findings were those of multiple, 
soft, hemorrhagic skin nodules and tumors of the 
scalp, left ear, right cheek, and shoulder, which 
had been present for an indefinite period of time. 

Laboratory Data: Blood: Hemoglobin 7.5 gm., 
white cells 8,400 with a normal differential. Uri- 
nalysis normal, without microscopic hematuria. 
Liver function tests not completed. 

Blood chemistry: Albumin 4.4 gm., globulin 2.3 
gm., thymol turbidity 1.8 units, cephalin flocculation 
negative at 24 and 48 hours. BSP 14%. Blood 
urea nitrogen 15 mg. %. Electrolytes normal. 
Serology negative. 

X-ray studies revealed destructive processes of 
the lumbar vertebrae 2 and 4, right scapula, and 
glenoid fossa. Intravenous pyelogram and left 
retrograde revealed calyectasis upper pole on the 
left side with a questionable tumor mass com- 
pressing middle pole of the left kidney. 

Microscopic section is presented. 


Discussion 


Dr. M. R. Caro: I should like to make a plea 
for performing biopsies in cases of granuloma 
pyogenicum present on the face and scalp. On the 
scalp there is a predilection for metastases of 
hypernephroma and with a biopsy one can make the 
diagnosis of hypernephroma a little earlier. 


Chronic Pernio. Presented by Dr. SIDNEY BARSKY 
and (by invitation) Dr. CHESTER L. KROLL. 


Discussion 


Dr. Orro STEGMAIER, Davenport, Iowa: I sug- 
gest a tuberculous etiology. I had two patients 
under my care with chronic leg ulcers, which 
appeared each winter. These patients eventually 
developed other manifestations of tuberculosis. 


Ulcus Vulvae Acutum Associated with Aph- 
thous-like Lesions of the Mouth Successfully 
Controlled with Triamcinolone. Presented by 
Dr. THEODORE CoRNBLEET and Dr. BERNARD 
YAFFE and (by invitation) Dr. RICHARD BERN- 
STEIN, 


A 40-year-old Negro woman was presented to 
the Chicago Dermatological Society last month 
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(April, 1959), with painful aphthous-like lesions 
of the mouth associated with the lesions of ulcus 
vulvae acutum. She was treated with local appli- 
cations of 14% silver nitrate. Good symptomatic 
relief resulted. However, at the time of her 
menstrual period, new lesions flared up on the 
tongue. Therapy with triamcinolone 1 mg., twice 
a day was instituted, and now for the first time 
since the onset of her condition she has been free 
of active lesions both in the vulvae and in the 
mouth. A 24-hour urinary specimen yielded 16.1 
mg. of 17-ketosteroids and 4.6 mg. of 11-hydroxy- 
corticoids (normal). 


Discussion 


Dr. Harvey Brank, Miami, Fla. (by invita- 
tion): I have been studying similar patients over 
the years. We have performed a number of bi- 
opsies and have also satisfied ourselves that these 
cases are not due to a virus. We published one 
series of 30 patients with recurrent ulcers of the 
mouth and mucous membrane, in none of whom 
could we find a virus (J.4.M.A. 142:125, 1950). 
I think this point of view is made stronger by 
the observation that steroids are effective for this 
disease. 

I should like to mention the use of topical 
hydrocortisone in recurrent aphthae. One-half of 
a 20 mg. tablet is dissolved in the mouth as a 
lozenge three or four times a day. If this dose 
is continued for long, systemic effects will be 
seen. The treatment is vastly better than any 
other I have used. I should also like to record 
that it is equally successful for black hairy tongue. 

Dr. THEODORE CoRNBLEET: The good results 
have been more than temporary, but it is too much 
to expect them to be permanent. The improve- 
ment with steroids argues against an infectious 
process, and the Döderlein bacilli easily found in 
the lesions probably are innocent bystanders. 


Kaposi Sarcoma in a 78-Year-Old Negro. Pre- 
sented by Dr. SAMUEL M. BLuerars, Dr. SILAS 
WALLK and (by invitation) Dr. I. Grert. 


Discussion 


Dr. SAMUEL M. BLUEFARB: There are two points 
that I should like to mention; first, the incidence 
in the Negro. In the United States Kaposi’s 
sarcoma is not common; whereas, in West Africa 
among the Bantu’s one in 50,000 of the adult 
population has Kaposi’s sarcoma. There is proba- 
bly a genetic factor. Secondly, much has been 
said about granuloma pyogenicum simulating 
Kaposi's sarcoma. The cytology of granuloma pyo- 
genicum differs from Kaposi’s sarcoma in (1) 
there are no spindle cells, (2) there is less tend- 
ency to fibrosis, (3) the angioblasts are diffusely 
arranged, (4) plasma cells are not prominent. 


Pulmonary Tuberculosis with Granulomatous 
Lesion of the Penis. Presented by Dr. SAMUEL 
M. Biuerars, Dr. Sitas WALLK and (by invi- 
tation) Dr. J. LATONT. 


Discussion 


Dr. STEPHEN ROTHMAN: Tuberculids of the 
penis are seen with surprising frequency in Japan. 
True tuberculous ulcers of the skin are indolent, 
soft, and contain a great number of bacilli. In 
primary tuberculosis of the skin (primary com- 
plex) as well as in terminal stages the tuberculin 
reaction is negative. 


Dr. FrepERICK D. MALKINSON: The clinical ap- 
pearance of the lesion and the heavy plasma cell 
infiltrate seen in the histologic sections suggest 
the possible diagnosis of chronic circumscribed 
balanoposthitis, described by Sachs and Sachs and 
by Zoon. 


Lichen Striatus. Presented by Dr. Davin V. 
OmeENsS, and (by invitation) Dr. Harop D. 
OmeENS and Dr. CHESTER L. KROLL. 


An 18-month-old Negro baby girl was brought 
to the clinic at Cook County Hospital because of 
two circumscribed, slightly erythematous, dry scaly 
patches of the forehead and cheek. Further ex- 
amination of the skin revealed a linear, lichenoid, 
papular eruption of the right lower extremity. 
The mother does not know definitely how long 
this has been present. 


The potassium hydroxide preparation of the 
facial lesions was positive. Cultures are being 
prepared from the scrapings. 


Discussion 


Dr. M. R. Caro: I should like to agree with 
the diagnosis and to comment on one feature that 
I have not seen before. I have seen many cases 
of lichen striatus and these were unilateral. In 
this baby the lesions extended down the right 
thigh and left, and, in addition, there was a group 
of similar lichenoid lesions on the left knee. I 
believe that the lesions will disappear spontaneously. 


Sickle Cell Anemia with Leg Ulcer. Presented by Dr. 
PauL P. BosweE Lt. 


Case for Diagnosis. Lichen Simplex Chronicus? Presented 
(by invitation) by Dr. Brian POTTER and Dr. RICHARD 
GOODMAN. 


Idiopathic Macular Atrophy. Presented by Dr. STEPHEN 
RoTHMAN and (by invitation) Dr. ARNOLD GoMBINER. 


Systemic Lupus Erythematosus. Presented by Dr. STEFAN 
BIELINSKI and Dr. ALFRED B. FALK. 


Systemic Lupus Erythematosus. Presented by Dr. ALrrep 
B. Fark, Dr. Steran BIELINSKI and (by invitation) 
Dr. I. GIG it. 
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Lupoid Sycosis, Presented (by invitation) by Dr. KENNETH 
M. HALPRIN. 


Perifollieulitis Capitis Abseedens et Suffodiens. Presented 
by Dr. THEODORE CORNBLEET, Dr. BERNARD YAFFE, and 
(by invitation) Dr. RICHARD BERNSTEIN. 


Perifollieulitis Capitis Abseedens et Suffodiens. Presented 
by Dr. THEODORE CorNnBLEET, Dr. BERNARD YAFFE and 
(by invitation) Dr. RICHARD BERNSTEIN. 


Acne Comedonicus. Presented by Dr. Davin V. OMENS 
and (by invitation) Dr. Harotp D. Omens and Dr. I. 
GIGLI. 


CHICAGO DERMATOLOGICAL SOCIETY 


Oct. 21, 1959 


Granular Cell Myoblastoma. Presented by DR. 
FREDERICK J. SZYMANSKI and (by invitation) 
Dr. Betsy BRENNAN and Dr. Jack M. Fox. 


This 24-year-old patient states that for the past 
year she has developed thickening of the skin of 
the left second toe. Approximately six months 
ago she developed an ulcer on the plantar side of 
the toe. The lesion is not tender. 

Physical examination shows a slightly larger 
left second toe which is firm and indurated. On 
the plantar surface is an ulceration. 

X-rays of the toes of the left foot are normal. 
A microscopic section is presented. 

Histopathology: Histologic sections reveal a 
marked hyperplasia of the epidermis, which is 
pseudoepitheliomatous in appearance. Throughout 
the corium the collagen has been displaced by large 
granular cells which are diagnostic of the condi- 
tion known as granular cell myoblastoma. 


Discussion 


Dr. Davin W. Kerstinc, Milwaukee, Wis.: I 
was indeed surprised to learn that it is a granular 
cell myoblastoma as shown on the slide. This 
tumor has been the subject of various theories of 
origin. Generally, the idea that the tumor cells are 
primitive skeletal muscle cells is the most popular, 
but Fust and Custer (Am. J. Clin. Path. 19 :522- 
535, 1949) ascribed a neural origin to them. The 
immediate histological differential diagnosis 
includes xanthoma but particularly the rare hiber- 
noma; these do not have the overlying pseudoepi- 
theliomatous hyperplasia seen in myoblastoma, and 
the hibernoma is usually very vascular. 

Dr. FREDERICK J. SZYMANSKI: We have seen 
five such lesions at the University of Illinois 
dermatology clinic. Three occurred on the mucous 
surface and two on the glabrous skin. One of 
those on the mucous surface was located on the 
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Early Generalized Scleroderma? Presented by Dr. SIDNEY 
Barsky and (by invitation) Dr. CHESTER L. KROLL. 


Presented by Dr. Davip OMENS 
Harotp D. Omens and Dr. 


Granuloma Inguinale. 
and (by invitation) Dr. 
RICHARD BERNSTEIN. 


Presented by Dr. ALFRED B. FALK 
invitation) DR. 


Pemphigus Vulgaris. 
and Dr. Steran BIELINSKI and (by 
CHESTER L. KROLL. 


Buerger’s Disease. Presented by Dr. SamueEL M. BLuE- 
FARB, Dr. Sitas WaLLK and (by invitation) Dr. I. 
Gigli. 


vulva. Histologically there is an excessive epi- 
dermal hyperplasia which simulates a carcinoma. 
The granules in the specific cells within the 
corium are large and dark, making differentiation 
from the xanthoma cells simple. 


Disseminated Granuloma Annulare. Presented 
by Dr. Lours Rustin, Rockford, Ill. 


A 55-year-old white woman has had cutaneous 
lesions continuously since 1942. At present, 
scattered about all four extremities, and on the 
back and chest, the patient has round lesions with 
depressed centers and elevated, firm, shiny borders. 
Most lesions are several centimeters in diameter. 
Some involved sites consist of numerous close set 
pea-sized individual lesions. 


The patient was studied at the Mayo Clinic in 
1942 and thought to have sarcoid of Boeck. Chest 
x-ray showed only an old calcified lesion in the 
right apex. Biopsy specimen at that time showed 
tubercle cells and Langhans’ type giant cells. She 
was later treated with sodium cacodylate by the 
late Dr. Oppenheim. 


A recent biopsy specimen from the right arm 
(shown) shows the upper corium to be the site of 
a focal chronic and granulomatous inflammatory 
reaction. The inflammatory cells have infiltrated 
the connective tissue of the corium and surrounded 
areas where the collagen has lost its normal struc- 
ture. 


Disseminated Granuloma Annulare. Presented 
by Dr. Lours Rusrn, Rockford, Ill. 


A 50-year-old white married woman has flesh- 
colored and erythematous papules and macules on 
the extensor surfaces of both arms above and 
below the elbows, and on the legs. More recently 
lesions have appeared on the volar aspects of the 
arms, upper thighs, and hips. There are no an- 
nular lesions. The first lesions appeared about 
three years ago. All have remained asymptomatic. 
General health has been good. Chest x-ray is 
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negative. Patient states she takes no medications. 
Biopsy specimen shown. 


Discussion 


Dr. Henry E. MicHetson, Minneapolis, Minn. : 
I should like to discuss the second case. The term 
granuloma annulare is very inclusive, and it is 
hard to know just where to stop. Gougerot made 
a good classification: (1) classic granuloma an- 
nulare—clinical with classic microscopic; (2) clin- 
ically typical—microscopically atypical; (3) atypical 
clinically but characteristic microscopically. 

You will see this allows quite a lot of variation. 
In this particular case one would have to state 
that the whole problem was, at least, controversial. 
The microscopic picture is not entirely bad for 
granuloma annulare and the clinical is acceptable. 


Dr. S. J. ZAKon: I should like to speak about 
the second case. This patient should be investigated 
for papular mucinosus. Dr. Dalton had such a 
case. I discussed this with Dr. Dalton and Dr. 
Szymanski. I, and they, too, think it is worth 
while to do histologic studies to rule out papular 
mucinosus. 


Dr. FREDERICK J. SZYMANSKI: I am responsible 
for the histologic diagnosis in the second case 
and, therefore, should say a word. I saw in the 
upper corium a localized area of collagen degenera- 
tion surrounded by epithelioid cells that were ar- 
ranged in a palisade formation. The changes are 
sufficient to make a diagnosis of granuloma annu- 
lare. 


In reply to Dr. Zakon’s comment, it would be 
very unusual to see a localized area of mucinosus 
surrounded by epithelioid cells in the condition 
known as lichen myxedematosus. 


Dr. Jonn E. DALTON, Indianapolis, Ind.: The 
woman in the second case was similar to the one 
we showed in May. The woman had widespread 
lesions. This corresponds very well clinically to 
the papular mucinosus shown then. 


Dr. STEPHEN ROTHMAN: In most places in the 
first case the papules were arranged in a linear 
fashion. The lesions have been more stable than 
one would expect in granuloma annulare. I wonder 
if this is not a case of a mucinous degeneration, 
possibly lichen myxedematosus. 


Dr. Lours Rusin, Rockford, Ill.: The two 
cases were presented together today, because, al- 
though the clinical appearance of their eruptions 
is very different, the histological appearance of 
their biopsies was quite similar. When the second 
patient was first seen in the office, the clinical 
diagnosis of granuloma annulare was not con- 
sidered, because there were no angylar lesions. At 
that time, a differential diagnosis of sarcoid, lym- 
phoblastoma, and papular mucinosus was con- 


sidered. We were somewhat surprised to receive 
the biopsy report. 

The first patient has been especially interesting, 
because of the rapid spontaneous changes in the 
appearance of her eruption during the past three 
months. She has had her eruption since 1942. 
During the past three months, many lesions have 
disappeared spontaneously and new ones have ap- 
peared. In the past, she was studied both at Mayo 
Clinic and by the late Dr. Oppenheim and was 
considered to have a sarcoid type eruption. 


Addendum 


Two subsequent lesions taken for biopsy from 
the second patient showed the histological picture 
of granuloma annulare. 

Dr. ALFRED MARCHIONINI, Munich, Germany 
(by invitation) : I support the diagnosis of mucin- 
osus. It is remarkable how unstable lesions of 
granuloma annulare can be. They often disappear 
when a small biopsy is done. 


Porphyria Cutanea Tarda. Presented by DR. 
STEPHEN ROTHMAN and (by invitation) DR. 
RicHArD S. GoopMAN and Dr. MELVILLE D. 
HARTMAN. 


The patient is a 65-year-old white, Irish, re- 
tired woman schoolteacher initially seen at the 
University of Chicago Clinics in June, 1959, with 
a three-month history of a progressive bullous 
skin eruption. In March, 1959, she had initially 
noted burning pruritus of the face, neck, dorsal 
forearms, and dorsal surfaces of the hands. As- 
sociated with the onset of her illness were peri- 
orbital edema, blepharitis, brown hyperpigmenta- 
tion of exposed areas, and a bright red color to 
her urine. 

During the subsequent months she noted re- 
current crops of blisters occurring on the brown 
hyperpigmented and continuous “burning” exposed 
areas. No blisters or eroded lesions were noted 
in the mouth, vaginal, or rectal areas. During 
all phases of her illness, the patient frequently has 
used both “sleeping tablets” and/or several glasses 
of wine at bedtime because of associated insomnia. 

Review of systems and past medical history 
revealed recent weight loss and constipation, but 
no other gastrointestinal or neurologic symptoms 
were noted. Further, she has had pneumonia in 
1954, and in January, 1958. The latter episode 
necessitated two thoracenteses for accumulation of 
pleural fluid, prolonged use of many forms of un- 
known types of medication, and an extended period 
of convalescence through the spring of 1958. No 
family history of any cutaneous disorder was 
elicited. 

Her general physical examination in June, 1959, 
was normal except for the skin. The face, V area 
of the neck, and the exposed surfaces of the arms 
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were diffusely hyperpigmented. The dorsal surfaces 
of the forearms and the backs of the hands were 
subacutely inflamed with islands of hypopigmented 
skin at the sites of healing ruptured bullae. On 
the dersum of the right hand, right index, middle, 
and ring fingers, as well as one on the dorsal left 
index finger were noted intact flaccid bullae of 1 
to 3 em. in diameter. 


Laboratory work revealed a white blood count 
of 2,600 with 56% neutrophils, 29% small lympho- 
cytes, 14% monocytes and 1% basophils. The sedi- 
mentation rate was 41 mm. per hour; the routine 
urinalysis revealed only an unusual wine-red color; 
the serum bilirubin was 0.6 mg. ‘%; serum albumin 
28 gm. %, serum globulin 3.2 gm. %; alkaline 
phosphatase 6.7 units (normal is 4 units); serum 
cholesterol was 250 mg. % with 145 mg. % of 
esters. The urine porphobilinogen test was nega- 
tive, but the urine did fluoresce strongly under 
the Wood's light. Qualitative studies are in 
progress. 


During the past four months the patient had 
continued formation of bullae that leave crusted 
erosions which heal slowly. In addition, there has 
been persistence of the red color to the urine, 
progression in her hyperpigmentation, and during 
the past three weeks she has noted the onset of 
facial hirsutism. 


Treatment to date has included avoidance of sun- 
light, discontinuation of alcohol and barbiturates ; 
the use of a sun-screening cream containing ti- 
tanium; and bland topical therapy for symptomatic 
relief to areas of dermatitis. 


Discussion 


Dr. Lours A. BruNstING, Rochester, Minn.: The 
cardinal features of porphyria cutanea tarda are 
well portrayed in this patient. The skin of the 
dorsum of the hands is vulnerable to trauma and 
low-grade blisters have appeared from time to 
time. The exposed surfaces of the head, neck 
and upper trunk show a distinctive violaceous 
suffusion. The sclerae are injected and there is 
an increase in pigmentation and in hair growth. 
In addition to this, laboratory tests indicate an im- 
pairment of hepatic function. 


One may wonder why this gentlewoman, a tee- 
totaler, has developed this peculiar syndrome for 
the first time at the age of 66, but I believe the 
history gives the answer. For a number of 
months, earlier this year, she had been ill with 
a series of upper respiratory infections leading to 
pleural effusion. Because of her insomnia and 
debility, wine was prescribed as a tonic and I 
am convinced that even this small amount of 
alcohol provided the insult to the liver needed to 
produce overt porphyria. Examination of the liver 
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by biopsy might be expected to show some degree 
of cirrhosis. 


Recent experience by Magnus et al. has thrown 
some light on the reaction of photosensitivity in 
these cases. Using a monochromatic light source, 
an urticarial and blistering reaction was obtained 
on exposure to the Soret band in the region of 
400 mp. I might also mention recent experiences 
of Lipson, Baldes, and Olsen in our laboratories, in 
which mice were injected with hematoporphyrin to 
assist in the identification and localization of 
tumors by fluorescence. It has been found that 
these animals not only became sensitive to light but, 
when the environmental temperature was increased 
to about 98 F, the mice all succumbed from the 
lethal effects of the heat. 


The liver remains the key site in the initiation 
of the train of symptoms leading to overt por- 
phyria. In some cases the liver is damaged by 
alcohol or by barbiturate drugs containing the 
allyl side chain, or by states of nutritional defi- 
ciency, or even by the presence of a localized tumor, 
such as a hepatoma. Any one of these factors, 
acting on a person with a predisposition for 
porphyria, may produce the characteristic signs and 
symptoms of the disease. It is my opinion there is 
no justification for using such a drug as chloro- 
quine in the treatment of prophyria. 

Dr. ALFRED MARCHIONINI, Munich, Germany 
(by invitation): I was interested in the remarks 
of Dr. Brunsting on the connection of alcohol 
intake and porphyria. I spent many years in 
Turkey where the whole Moslem population ab- 
stains from alcohol. Porphyria was hardly ever 
seen. In Vienna, Austria, and in Central Europe 
in general, porphyria is extremely common. 


Dr. STEPHEN RoTHMAN: Kluever found dep- 
osition of porphyria in the pituitary gland of a 
porphyric chimpanzee. Such change in the pitui- 
tary gland may account for the hypertrichosis in 
porphyria. Unfortunately, autopsies in porphyria 
hardly ever have been reported, and I do not know 
of any report on changes in the central nervous 
system. 


The photodynamic phenomenon elicited by fluo- 
rescent dyes can be suppressed by administration 
of large amounts of reducing substances. Experi- 
mentally, I was able to prevent photodynamic death 
after erythrosin injections in the mouse by neo- 
arsphenamine injections (Klin. Wcehnschr. 10:1544, 
1931). Possibly, light sensitivity in porphyria 
could be suppressed in man by large doses of 
ascorbic acid. 


In the case presented, alcohol intake has been 
very heavy. 4##e patient suffered from insomnia 
and drank two or three glasses of wine every 
night to be able to go to sleep. 
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Psoriasis? Presented (by invitation) by Dr. BRIAN 
Potrer, Dr. Ricard S. GoopMAN and Dr. M. 
Barry KIRSCHENBAUM. 


A 42-year-old white man, a carpenter, first noted 
a skin eruption about 1944 while in the Army. 
This was localized on the penis and in the groin 
and cleared with ointments. Since that time he has 
had recurring episodes with increasing frequency 
of the groin eruption. Several years ago he noted 
for the first time the spread of the eruption to 
the feet and as recently as four months ago his 
skin difficulties were limited to these areas. Since 
that time the lesions have progressed to involve 
the original sites much more severely and have 
spread to involve the hands and scattered areas 
generally. The eruption is neither pruritic nor 
tender, although just prior to his admission to the 
University of Chicago Clinics on Sept. 17, 1959, 
he was having some difficulty walking. During 
the past four months the patient has felt generally 
well, afebrile, his appetite good, and he has lost 
no weight. 

He denies any arthralgia, conjunctivitis, or 
urethral discharge and any familial history of 
skin diseases including psoriasis. 

Marked periungual erythema and hyperkeratosis 
are present on the hands and feet. The nails are 
dystrophic on the hands and feet. Pus may be 
expressed from the periungual tissues of the 
fingers without eliciting pain. The soles and palms 
present plaques of thickened leaf-like scales. The 
external genitalia, perineal, and navel areas are 
erythematous and scaly with well delineated 
borders. Scattered over the trunk and extremities 
are numbers of rupioid lesions with scales heaped 
up to one-quarter of an inch. Defined erythema- 
tous patches are present on the soft palpate. 

Three biopsy specimens are presented, all show- 
ing thick parakeratosis and some acanthosis. One 
of the pustules on the instep has leukocytes in the 
Malpighian and corneal layers, and that from the 
groin exhibits elongation of rete ridges and dila- 
tation of papillary capillaries. 

Laboratory Data: Sedimentation rate 44; total 
protein 7.4; A/G ratio 3.0:4.4. Urine showed a 
trace of albumin; serology was negative. 
film was normal. 

Bacterial cultures from the pus, biopsy, and 
scale revealed 8 streptococcus, pseudomonas, and 
hemolytic staphylococcus aureus. Potassium hy- 
droxide preparations were negative and fungal 
cultures showed no growth to date. 


Discussion 


Dr. ALFRED MARCHIONINI, Munich, Germany 
(by invitation): It is diffchlt to diagnose this 
case. There has been a pustul@™®ruption and an 
enanthema of the mouth. It could be syphilis in 
spite of the negative serologic reaction. I remember 


Chest 


the case of a student who was suspended because 
he drank very hard. He acquired syphilis, and, 
probably because of his cachectic state due to 
alcoholism, he was unable to produce antibodies. 
He developed a pustular syphilid but had a negative 
Wassermann reaction. In this case the diagnosis 
of acrodermatitis continué of Hallopeau also should 
be considered. 

Dr. CLARK W. FINNERUD: My impression is 
that this patient is almost identical to two patients 
we had at the Cook County Hospital years ago 
with what we considered keratosis blennorrhagica. 
Although the lesions are psoriasiform, these inflam- 
matory lesions occur for the most part as rupioid 
scales and crusts with a red areola at their bases. 
Both had a history of prolonged gonorrheal in- 
fection. I believe this condition to be an entity. 

Incidentally, this patient shown today gave a 
history of gonorrhea 23 years ago. 

Dr. MARCHIONINI: Although it is justified to 
consider Reiter’s disease in this case, in the absence 
of urethritis, arthritis, and conjunctivitis, it would 
be difficult to substantiate this diagnosis. Kerato- 
derma blennorrhagica of past times has also pro- 
duced similar pictures. 

Dr. FINNeERuD: It is my recollection that most 
of the cases that we considered keratosis blen- 
norrhagica developed the eruption many years after 
contracting the infection. I wish Dr. Wile were 
here. I think he and his associates were successful 
in demonstrating the micro-organisms in the 
lesions, but I may be incorrect in that impression. 
If there is such a thing as keratosis blennorrhagica, 
I think this is it. 

Dr. M. R. Caro: A colored woman was pre- 
sented before this Society six or seven years ago, 
and there was just as much discussion and we 
came to just as little conclusion. Some members 
even suggested that she had rupioid syphilis. 
Fortunately, we lost track of the patient for sev- 
eral years, and she came back recently with typical 
lesions of psoriasis on the elbows and knees, indi- 
cating that her pustular and rupioid original erup- 
tion had also probably been psoriasis. 

Dr. STEPHEN ROTHMAN: On admission the 
clinical picture in this case was reminiscent of 
that of rupioid secondary syphilis. I have no doubt 
that keratoderma blennorrhagica does exist. How- 
ever, I believe it occurs only in cases with most 
severe gonococcic septicemia, with high fever, se- 
vere arthritis, and endocarditis. I have seen maybe 
three such cases in 40 years’ practice. 
Lymphocytoma Cutis (Lymphadenosis Benigna 

Cutis). Presented by Dr. SAMUEL M. BLUE- 

FARB, Dr. SILAS WALLK and (by invitation) DR. 

I. GIG 

A 61-year-old man with a history of a pro- 
gressively enlarging asymptomatic tumor mass 
above the bridge of the nose of two years’ dura- 
tion is presented. 


179/627 


Just above the bridge of the nose there is a pink, 
fairly soft, nontender mass 0.5 cm. in diameter. 
The surrounding tissue is not painful or indurated. 
There is no lymphadenopathy. 

Complete blood count, total protein, and A/G 
ratio are normal. Biopsy is presented. 


Discussion 


Dr. Davin W. Kerstinc, Milwaukee, Wis.: 
Clinically, the differential diagnosis of this single 
lesion on the patient’s forehead includes lympho- 
cytoma, the tumid form of lupus erythematosus, 
sarcoid, and sarcoma. Histologically it is a benign 
lymphocytoma. I think it is the same thing as 
described by Bafverstedt as localized form of lym- 
phadenosis benigna cutis (Acta dermat.-venereol. 
24: supp. 11, 1943) and by Jessner and Kanof as 
lymphocytic infiltration of the skin (A.M.A. ARCH. 
DeERMAT. 68 :447-449, 1953). I think it is reactive 
and can be a response to diverse irritants, including 
insect bite. 

Dr. SAMUEL M. BLuerars: In 1943, Bafverstedt 
studied a series of cases of lymphocytoma cutis 
and Spiegler-Fendt sarcoid and considered them 
to be a single entity, which he designated “lymphad- 
enosis benigna cutis.” 

Although the pathogenesis of this entity is still 
not known, it may be assumed the reticuloendo- 
thelial system in the skin may be reactive, or, 
possibly, there may be aberrant nests of lympho- 
cytes in the dermis. “Trigger” factors such as 
trauma, insect bites, or sensitivity to light may 
also stimulate a local hyperplasia of the reticulo- 
endothelial system. 

An interesting case was one of Dr. Slepyan’s 
patients in whom this disease occurred following a 
Dick test. 

Dr. ALFRED MARCHIONINI, Munich, Germany 
(by invitation): Lymphocytoma is an infectious 
disease. It can be implanted in any number of 
places. Similarly, lymphomas and acrodermatitis 
chronica atrophicans have been proved to be inocu- 
lable in man. 


Cushing’s Disease with Acanthosis Nigricans. 
Presented by Dr. THEODORE CORNBLEET and 
(by invitation) Dr. CHESTER L. KROLL. 


A 25-year-old Negro woman entered the Cook 
County Hospital because of amenorrhea of eleven 
months’ duration. There is a past history of 
ectopic pregnancy in June, 1956. Over the past few 
years, the patient had noticed a progressive gain in 
weight; in 1955, her weight was 164 lb.; in May, 
1958, 175 Ib.; and in June, 1959, 225 1b. This 
gaih in weight assumed a disproportion to the ab- 
domen, breasts, interscapular area, and the face. 
She had noticed increased amount of hair over her 
face and arms since July, 1958. Pimples appeared 
over the trunk area about the same time. In the 
latter part of 1958, she is able to recall the ap- 
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pearance of purple striae of the abdominal wall. 
She is also a diabetic, requiring 70 units of insulin 
daily. The mother, aunt, and grandmother also 
have diabetes. She was also told by her physician 
of an elevation in blood pressure. 


The clinical impression was that this patient had 
Cushing’s disease. The determinations on the 24- 
hour urine revealed elevation in both the 17-keto- 
steroids and hydroxycorticosteroids. The values 
failed to show significant rise in general under cor- 
ticotropin (ACTH) stimulation and also failed to 
show any significant depression under suppression 
with fludrocortisone acetate (Florinef). An ade- 
noma of the adrenals was thought to be present. 

On July 31, 1959, the patient underwent an 
abdominal exploratory operation. The left adrenal 
gland was found to be hyperplastic and was re- 
moved. The right adrenal gland was not investi- 
gated because of the patient’s poor condition during 
the procedure. 

Since her surgery the dosage of insulin was 
reduced from the preoperative of 70 units to 20 
units daily. There has been a weight loss of 40 
lb. The blood pressure of a presurgery of 180/110 
declined to 140/100. 

The examination of the skin demonstrates the 
acne, hirsutism, abnormal deposition of fat, and 
the abdominal striae. In addition, there is sym- 
metrical pigmentation and roughening of the skin 
in the flexures of the axillae and neck which is 
less marked from its preoperative character. 

Biopsy specimen is presented. 

Laboratory Data: Fasting glucose 276 mg/100 
c.c., preoperative to 180 mg/100 c.c. postoperative. 
Urea nitrogen 15 mg/100 c.c., serum sodium, 144 
mEq/liter; serum chloride 107 mEq per liter; 
serum potassium 3.5 mEq per liter. COz combining 
power 44 cc/100 c.c. Blood 7.48; serum calcium 
11.9 mg/100 c.c., serum phosphorus 4.3 mg/100 
CC. 

X-rays of the thoracic vertebrae showed osteo- 
porosis. A retrograde pyelogram with presacral 
air was suggestive but not diagnostic of an en- 
larged left adrenal gland. 17-ketosteroids: 20 mg. 
preoperative to 15 mg. postoperative. Urinalysis 
showed glucose 4+. 


Discussion 


Dr. STEPHEN ROTHMAN: Like in all other 
hitherto investigated cases, this patient has many 
features of Cushing’s syndrome, such as the obe- 
sity, hypertrichosis, and striae, but normal values 
of blood electrolytes. 


Systemic Lupus Erythematosus. Presented by 
Dr. SAMUEL M. fuerars, Dr. SILAS WALLK 
and (by invitewsfn) Dr. I. GIGLI. 


A 42-year-old woman came to the Dermatology 
Clinic at the Cook County Hospital with a history 
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of cough, fever, and diarrhea of several days’ 
duration. 

In 1952, she noticed the skin became thicker and 
lighter over her nose and cheeks. She came to 
Cook County Hospital, where a diagnosis of 
chronic discoid lupus erythematosus’ was made. Her 
lesions became worse, and, in 1954, she started 
losing her hair. In one year she lost it completely. 

She did well until the past summer when she 
began to lose weight. She tired easily and de- 
veloped fever. She was admitted to the hospital 
in very poor condition; temperature 102 F, rales 
over both lung fields, spleen and liver palpable, 
and moderate generalized lymphadenopathy. 

Her skin was very dry and warm. She presented 
total alopecia. The scalp was atrophic with areas 
of depigmentation. Thick scales were present. The 
same type of lesions was seen on her face. Her 
palms were erythematous. 

After a kidney biopsy the condition became 
worse. She was very sick for several weeks, 
and then she began to improve. Current physical 
examination reveals replacement of the palmar 
erythema by hyperpigmentation. 

Laboratory Data: Serology was negative. Blood 
chemistry: Total protein 6.2, 6.8, 5.6, 6.0 gm/100, 
albumin 31.0, 2.5, and 2.5; globulin 3.7, 3.1, and 
3.5; calcium 6.0 and 5.4. Electrolytes were normal. 
Gamma-globulin 2.8, 1.62, and 2.24 gm/100, cre- 
atinine 4.3 and 2.29 mg/100. Blood urea nitrogen 
88, 62, 24 and 20 mg/100. Biuret 294 mg/100. 
Urinalysis showed 4+ albumin, no sugar. Blood 
examination on two occasions showed hemoglobin 
8.1 and 6.9 gm. (54% and 45%), color index .85, 
red cells 3,300,000, white cells 5,200, L.E. prepara- 
tion negative. Blood culture showed staphylococcus 
aureus (coagulase positive). Serum electrophoresis 
showed moderately increased y-globulin. Chest 
x-ray revealed bilateral pneumonitis. Intravenous 
pyelogram was compatible with lupus kidney. 
Prothrombin time 88%. Electrocardiogram was 
normal. Kidney biopsy compatible with lupus 
kidney. Skin biopsy is presented. 


Discussion 


Dr. JoHN R. Haserick, Cleveland, Ohio: This 
is a most interesting example of disseminated 
discoidal lupus erythematosus in association with 
lupus involvement of the kidneys. I think most 
of us who saw this case today would accept the 
dermatologic changes as these of disseminated 
discoidal lupus erythematosus and I think that 
nowadays when the general pathologist reports the 
histologic section as lupus nephritis, we can accept 
this without the fears we held in the past about 
the specificity of lupus chd®&ges in the internal 
organs. 

Cases of discoidal lupus erythematosus which 
have completely recovered from their skin problem 


are not uncommon. We have seen patients with 
discoidal lupus erythematosus who developed lupus 
nephritis 10 years later, and at the time the ne- 
phritis was discovered and classified as lupus 
nephritis the discoidal lesions had completely disap- 
peared. Our internists are so sensitized on this 
point that an LE test is a routine part of the work- 
up in every patient with nephrosis or nephritis. 
This case today shows both the disseminated dis- 
coidal lesions and the kidney involvement. When 
the skin lesions disappear or when they occurred 
in some obscure area it is difficult to see the re- 
lationship between the seemingly innocuous dis- 
coidal lesions and the later internal involvement. 
Also, we must remember that today we are talk- 
ing about only one organ, the kidney. How can 
we be sure that other organs known to be involved 
with lupus might not make their manifestations 
known in peculiar isolated bizarre ways? Perhaps 
we can explain some cases of atypical epilepsy, 
some psychoneuroses, or even some psychoses on 
this basis. 


Carcinoma of the Penis. Presented by Dr. ALFRED 
B. FALK, Dr. StTerAN BIELINSKI and (by in- 
vitation) Dr. RICHARD I. BERNSTEIN. 


A 49-year-old uncircumcised Negro man has had 
swelling of the distal portion of the penis since 
1942, when he had a “discharge” from the penis. 
In February of 1959, he noted ulceration at the 
under surface of the prepuce. The ulceration spread 
slowly to involve the glans penis. In May, 1959, 
a smear was made from the lesion and Donovan 
bodies were found. He received 20 gm. of strepto- 
mycin, and his condition improved. In July, 1959, 
the ulceration spread further, and there was a 
marked increase in swelling of the penis. Broad- 
spectrum antibiotics were given by a private 
physician, and no improvement was observed. In 
September, 1959, ulceration began at a more proxi- 
mal portion of the shaft of the penis. He was ad- 
mitted to Cook County Hospital where a biopsy 
of the ulceration and purulent lesion revealed the 
following: sheets of anaplastic squamous epi- 
thelium with marked acute and chronic inflamma- 
tion of intervening tissue. 


There are no regional lymph nodes palpable. 
There is a history of an enlarged right inguinal 
lymph node which was drained of purulent ma- 
terial 25 years ago. In 1952, he was treated for 
syphilis. 

Neurological consultation was negative. Antero- 
posterior and lateral of the chest were negative, 
and the spinal fluid examination was normal. 


Laboratory Data: Blood serology: Kahn units 
0 (two specimens) and Wassermann 44+ (two 
specimens). Frei test 2+. 

Biopsy: Two biopsies, the first from the lesion 
on the glans penis, and the second from the lesion 
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more proximal, on the shaft of the penis, revealed 
squamous anaplasia, Grade II to III. 


Discussion 


Dr. ALFRED MARCHIONINI, Munich, Germany 
(by invitation): In Turkey circumcision of the 
newborn is obligatory and obviously this is the 
reason that in that country carcinoma of the penis 
is nonexistent. I saw only one penis carcinoma 
in a circumcised person, but this man received 
x-ray irradiation to the penis. I strongly recom- 
mend early circumcision as a general measure. In 
case of phimosis, circumcision should be performed 
without delay. It is interesting to note that in 
America the Mayan Indians practice circumcision 
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and have depicted this procedure in pictures on 
their walls. 

Dr. SteFAN BIELINSKI: This patient had a 
past history of syphilis and lymphopathia venereum. 
Both of these diagnoses were well established and 
he was adequately treated. In January, 1959, he 
developed an ulceration of the penis which has 
persisted until the present time. We performed a 
biopsy to differentiate pseudoepitheliomatous hyper- 
plasia from carcinoma. The histologic study estab- 
lished a diagnosis of carcinoma. The question of 
why he did not develop metastases to the inguinal 
lymph nodes in view of the duration of the ulcer- 
ated lesion, arose. A possible explanation may be 
that the previous infection of lymphopathic ve- 
nereum caused fibrosis of the lymph channels, 
thereby preventing or delaying metastases. 


Harold Shellow, M.D., Vice-President, presided at this meeting. 


Nov. 18, 1959 


Maduromycosis Caused by Monosporium Apio- 
spermum. Presented by Dr. IRENE NEUHAUSER 
and (by invitation) Dr. TANcrepo FURTADO, Dr. 
Jack M. Fox and Dr. Roran S. MEDANSKY, 
University of Illinois Research and Educational 
Hospital. 

This 56-year-old man was apparently well until 
18 months ago, when he developed a painful 
swelling on the sole of his left foot. Surgery 
was performed in April, 1959, for a “tumor” of 
the left foot. After surgery the mass became 
larger, and he developed multiple draining sites on 
the sole. 

The patient presented himself to the Ortho- 
pedic Clinic of the University of Illinois Hospitals 
in September of this year. At this time there 
was a 6 cm. X 2 cm. subcutaneous tender mass on 
the sole of the left foot. X-ray of the foot 
revealed a moderate-sized soft tissue mass on the 
plantar aspect of the left foot. Complete blood 
count, urinalysis, and serology were normal. 

Surgery was again performed for a possible 
tumor of the foot. Cultures for fungi at the 
excision site revealed Monosporium apiospermum 
and histological section shows the characteristic 
grains. . 

Culture and histological sections of the tumor 
mass are presented. 


Discussion 


Dr. TANcREDO FurTADO, (by invitation): This 
was not a Nocardia. Generally Mycetoma pedis 
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presents the same clinical picture as Actinomycosis 
of the foot, Nocardiosis of the foot, and Maduro- 
mycosis, and I think we should not only from 
the academic point of view, but also from the 
mycological point of view as well as therapy 
distinguish between them. The granules of actino- 
mycosis and nocardiosis look the same, formed 
of branching microfilaments, very thin, one u in 
diameter, and gram-positive. Sometimes we may 
confuse with the so-called Actinobacillus because 
we do not stain and we do not look carefully. 
The appearance of the granule of Maduromycosis 
is entirely different. It will look under high- 
power microscopy, as in the case we have, with 
mycelia and spores. All the species which cause 
Maduromycosis are not very well studied except 
for Monosporium apiospermum which has been 
found in most cases observed in this country. 
Many other species, belonging to several genera, 
such as Glenospora, Indiella, Cephalosporium, 
Madurella, etc., have been found in cases reported 
elsewhere. I think we should study each indi- 
vidual species and report our mycological findings. 
All of the latter mentioned belong to the class 
of Fungi Imperfegti, while Actinomyces and 
Nocardia belong to Schizomycetes (false fungi). 


There is another point, sometimes when it is 
Nocardiosis we do not have grain formation and 
we have to look carefully because we might con- 


fuse with R The microfilaments 


are acid fast. 


As far as treatment is concerned, apparently, 
experience of some authors shows that they re- 
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spond differently. Actinomycosis seems to respond 
better to antibiotics, Nocardiosis to sulfonamides, 
and the Maduromycosis cases are more resistant, 
and sometimes they do not respond at all. Not 
infrequently we have to amputate. Since we have 
read some reports in which sulfone compounds 
were used, and we have seen some cases treated 
with these drugs and all have shown good results 
in the early stage of the disease, I think they 
deserve a trial in the present case. 


Xeroderma Pigmentosum. Presented by DR. 
ADOLPH ROSTENBERG JR. and (by invitation) Dr. 
Jack M. Fox and Rotanp S. MepANsky, from 
the University of Illinois. 


This 16-year-old girl first developed freckling 
of the skin at age one. The freckling has increased 
to the point of covering her whole body, being 
more severe on the exposed areas. At age 2, a 
lesion was removed from the face and was re- 
ported to be a basal-cell epithelioma. Since then 
she has had 16 operations for removal of skin 
cancers and secondary plastic repair. Most of 
the epitheliomas removed were basal cells. 

Family history is noncontributory. 

Physical examination reveals an obese girl 
covered with light to dark brown lentigines. There 
are a few raised keratotic lesions on the arms and 
face. The exposed parts of the body show many 
more lentigines as well as marked telangiectasia. 
The face shows the results of many plastic surgical 
procedures. 

Laboratory examinations are normal. 

Histological sections from various parts of the 
skin are presented. 

Histopathology.—Sections from lesions on the 
forearm show only a simple telangiectasia. Sec- 
tions from lesion on the thigh reveal a loss of 
rete peg structures and increase in the melanin 
pigment in the basal layer with a few clear cells 
in the same layer. 


Discussion 


Dr. S. J. Zakon: Was oxypsoralen tried on 
young patients with xeroderma pigmentosum ? 

Dr. SAMuEL W. BECKER JR.: In answer to the 
guestion, I am now treating the following family. 
The grandfather died after having about 50 cu- 
taneous carcinomas. The mother has had six 
carcinomas of the face. One daughter develops 
solar cheilitis of the lower lip. The son burns 
easily but one arm, where a birthmark was treated 
with radium, blisters when exposed to sunlight. 
All members of the family were given chloroquine 
(Aralen) 250 mg. daily during a summer and 
this procedure protected them.. Last summer they 
were all given 5 mg. trimethyMgraler daily for 
four weeks with increasing exposure to the sun. 
This procedure also protected them against the 
sun. 


We know little about xeroderma pigmentosum 
except that these persons have an abnormal reac- 
tion to sunlight. I would suggest the use of 
antimalarials or psoralens in this patient. If these 
do not provide adequate protection, Dr. Knox 
of Houston has used the benzophenones as screen- 
ing agents. One of these compounds could be 
incorporated into a protective cream. 

Dr. ZAKoN: J. C. Belisario, of Sydney, ‘Aus- 
tralia, recently placed a number of patients on the 
psoralens to protect them from _ basal-cell carci- 
nomas. You know the incidence of basal-cell car- 
cinoma in Australia is much higher than in our 
country, especially among the Anglo-Saxon popu- 
lation and the blondes. He placed them on 
psoralens routinely in the hope of reducing the 
incidence of basal-cell carcinoma. This, of course, 
is a long-term study, the results of which will 
not be known for a number of years. 

Dr. STEPHEN ROTHMAN: It is regrettable that 
we have hardly any experimental knowledge about 
this disease. The action spectrum has not been 
established. The threshold erythema dose seems to 
be unaltered if tested with any source of light. 
The only abnormal reaction I found in acute ex- 
periments was the finding of telangiectasias in 
acute sunburn reaction (Arch. Dermat. & Syph. 
144 :440, 1923). It would be important to study the 
effect of repeated test irradiations of the same 
spot preferably with monochromatic light. The 
study of such cumulative doses may be very use- 
ful. There seems to be a primary weakness of 
blood vessels and fragility of other connective 
tissue elements in this disease. The similarity with 
the damage caused by higher energy ionizing radia- 
tion was noticed a long time ago. Gougerot thought 
that the disease is possibly caused by cosmic rays, 
but this is hardly feasible because cosmic rays 
easily penetrate clothing while skin changes in 
xeroderma pigmentosum are restricted to exposed 
parts. It is unusual to have a family with so many 
members afflicted as mentioned by Dr. Becker 
because xeroderma pigmentosum is a recessive 
Mendelian trait. 

Dr. Becker: Dr. Rothman, the grandfather and 
the mother present the characteristics of xeroderma 
pigmentosum. The two children are abnormally 
sensitive to sunlight but do not have freckling or 
degeneration of the skin. They might be looked 
upon as abortive xeroderma pigmentosum. 


Dr. ALLAN L. Lortncz: I believe Dr. Beadle . 


pointed out many years ago that heterozygous 
state in xeroderma pigmentosum may be mani- 
fested simply by extensive freckling in a brunette 
person. I should like to ask if the parents of the 
case here showed such freckling. I believe Dr. 
Beadle even went so far as to suggest that mating 
between persons with extensive freckling and dark 
hair be avoided because of the risk of xeroderma 
pigmentosum in the offspring. The freckling which 
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accompanies red hair, of course, has no genetic 
relationship to xeroderma pigmentosum. 


Dr. H. H. Roprn, South Bend, Ind.: In ref- 
erence to the use of antimalarials as a sun-screen- 
ing device, one has to keep in mind that these 
different antimalarials have definite filtering action 
to certain wave lengths. It would seem to me, that 
if one did not know the precise wave lengths 
involved, better results would be obtained from 
the use of Triquin rather than from one of the 
individual drugs. 

Dr. M. R. Caro: In answer to the question of 
Dr. Lorinez, I saw the young girl about 14 years 
ago when she was first admitted to Illinois Re- 
search Hospital. She is an adopted child, and I 
do not think we have any information about the 
real parents. 


Dr. ZACHARY FELSHER: I looked at some of 
these sections, and, at least in the ones I looked 
at, apparently there were no changes in the con- 
nective tissue. In other cases of xeroderma pig- 
mentosum that have been reported changes in the 
elastic tissue have often been found. I wonder why 
it did not happen in this patient. She has such an 
extensive case, unless the freckling she has acts 
as a screening agent. 


Lymphoma Cutis. Presented (by invitation) by 
Dr. BrrAn Porrer and Dr. KENJI ADACHI. 


A 40-year-old Negro woman, cashier at a food 
store, burned her left arm in an accident in a 
boat that caught fire and sank in July, 1959. The 
second-degree burn was dressed at the University 
of Chicago Clinics, and the patient says it ap- 
peared to heal. 


Two months later several itching papules ap- 
peared in the region of the burn. The patient 
applied white vaseline, but the new eruption ex- 
tended and when seen on October 27, 1959, she 
presented on the front and outer side of the left 
arm, within the anterior border of the hyperpig- 
mentation, a confluent papular plaque with discrete 
papules peripherally. There was slight pityriasi- 
form scaling. Three separate but similar papules 
were present in the adjacent cubital space. An old 
vaccination scar appears within the plaque. 


Biopsy was made from the plaque and of one 
of the papules in the cubital space. Each shows 
the same type of process, namely, a heavy, patchy, 
polymorphous infiltrate of lymphocytes, eosinophils, 
and plasma cells, not granulomatous, that from 
the plaque extended deeply. Polariscopy revealed 
no foreign material. 

Laboratory tests: Kahn nonreactive; calcium, 
phosphorus, albumin/globulin ratio, white blood 
cell count, hemoglobin, and urine were all normal. 
Chest x-ray (microfilm) was clear. 


184/632 


A. M. A. ARCHIVES OF DERMATOLOGY 


Discussion 


Dr. SAMUEL M. BLuEFARB: I do not agree with 
the diagnosis. This lesion appeared following a 
“burn” and the results of clinical and laboratory 
examinations are essentially negative. Microscopi- 
cally and clinically, this is lymphocytoma cutis. 
However, it is interesting that the lesion were not 
present in the area of the smallpox vaccination. 


Dr. ALLAN L. Lortncz: I have seen a number 
of cases where lesions similar to those seen here 
developed in skin which had been either sunburned 
or otherwise traumatized as was the case here. 
This point and also the fact that these lesions 
may respond to chloroquine therapy lead me to 
wonder whether this disease may not be a variant 
of lupus erythematosus. I should like to ask Dr. 
Bluefarb to comment on the possibility. 

Dr. M. R. Caro: I am not at all convinced of 
the causal relationship between the burn and the 
development of the lesion. There is a very definite 
patch of pigmentation on the left arm which 
corresponds to the area that was burned and 
healed. The area of infiltration that is present 
fills only a small part of that, and there are some 
lesions that are papular that are outside the area 
of the burn. I think it is only a coincidence that 
the patient has developed lymphocytoma benignum 
in an area that was previously burned. 

Dr. BLUEFARB: In my opinion, there is no re- 
lationship between this disease and lupus erythema- 
tosus. Although a light eruption or sensitivity may 
be the “trigger” factor or mechanism for develop- 
ment of lymphadenosis benigna cutis there is no 
involvement of the viscera. This disease is a 
purely localized hyperplasia of the reticuloendo- 
thelial system in the dermis and responds to such 
therapy as carbon dioxide show, chloroquine phos- 
phate (Aralen), or superficial roentgen rays. 

Dr. A. H. Sterpyan: Dr. Bluefarb has mentioned 
time and again the effect of trauma on the de- 


. velopment of these lymphocytoma-type lesions, I 


should like to point to a patient who is a pediatric 
nurse who had been given a Dick test on her 
arm and developed a marked inflammatory reac- 
tion that persisted for many months. Biopsy of 
this reaction was compatible with the picture we 
know as Spiegler-Fendt sarcoid. It appears that 
there are some people who develop this reaction 
due to an inherent tendency in their skin that 
causes them to respond in just this way. 


Dr. ZACHARY FELSHER: Dr.. Stoughton found 
that extracts of mildly burned skin can cause a 
leukotoxic reac He found that eosinophils 
accumulate. naps there may be the same sort 
of mechanism following a burn. Why it persists 
I do not know. 
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Congenital Ichthyosiform Erythroderma with 
the Development of a Mitotic Lesion. Pre- 
sented by Dr. ADOLPH ROSTENBERG JR. and (by 
invitation) Dr. RoLanp S. MEepANSKy and Dr. 
Jack M. Fox, from the University of Illinois 
Research and Educational Hospital. 


This 39-year-old white man states that he has 
had an erythematous scaly eruption over his entire 
body since birth. The patient states that up until 
several years ago vitamin A helped him better 
than anything else. 

He noticed a suprapubic mass two years ago 
but did not consult a physician until five months 
ago, and at this time the mass had increased in 
size, fungated, and bled. The mass measures 3X5 
cm. and is surrounded by satellite pigmented lesions. 

Biopsy at a private hospital revealed a melanotic 
mitotic process. 


Discussion 


Dr. Harop SHELLOwW: I can make no comment 
about the malignant lesion, but I think we of the 
Society are very fortunate to see a case of con- 
genital ichthyosiform erythroderma almost from its 
inception. This man was first presented before 
this Society in 1922 as a case of generalized 
erythroderma. Subsequently, he was shown by Dr. 
Senear and me in 1938 as a case of congenital 
ichthyosiform erythroderma, and at a later time I 
had shown him with development of ectropions for 
which we had sent him to surgery. Now, at the 
age of 38, we have been able to see him on and off 
for almost his entire life. 

Dr. M. R. Caro: I do not believe that you 
should sell this man short until we obtain a 
section of the tumor on the pubis and convince 
ourselves that he really has a malignant melanoma. 
He may yet live to bury us all. 


Melkersson’s Syndrome. Presented by Dr. 
STEPHEN ROTHMAN, 


A 53-year-old lawyer first consulted the Uni- 
versity of Chicago Clinics on April 8, 1959, with 
the history of swelling of the right upper lip of 
15 to 18 years’ duration. Originally the swelling 
occurred in acute attacks for 10 to 14 days every 
six to eight months with complete restitution of 
the normal contours. In the last seven years, how- 
ever, increasing residual swellings remained after 
attacks. For the last 15 months the left side of 
the upper lip also swelled with some residual 
puffiness. Twenty-four years ago the patient suf- 
fered Bell’s palsy on the right side. 

Routine allergy tests were done and were nega- 
tive. Sinus x-rays did not reveal any pathology. 
Antihistaminics, polio shots, as Pipalipox vaccina- 
tions were ineffective. Tranquilizer d no effect. 

During the observation period the patient has 
had two additional attacks of acute swelling. Sev- 


eral contactants and ingestants figuring in the 
history preceding the attacks were skin-tested and 
found to be negative. Symptomatic treatments 
with calcium gluconate and autohemic injections 
seemed to control the swelling to a minor degree. 


It was thought that the patient had angioneu- 
rotic edema with secondary lymph stasis, and that 
the causative allergen escapes detection. When 
visiting here, Dr. Marchionini suggested the diag- 
nosis of Melkersson’s syndrome. Indeed, the pa- 
tient has a furrowed tongue and the biopsy section 
of the swollen lip showed a fairly heavy lympho- 
cytic infiltrate in the subepithelial connective tissue 
with some fibrocytic proliferation. 

Now the patient is being given a therapeutic 
trial with chloroquine. 


Biopsy section is presented. 


Discussion 


Dr. STEPHEN ROTHMAN: Like my predecessors 
who saw this patient, I thought the patient has 
had angioneurotic edema with residual lymph stasis 
and lymphedema. The diagnosis of Melkersson’s 
syndrome was suggested by Dr. Marchionini when 
he visited here in Chicago. Melkersson’s syndrome 
seems to be a neurotrophic disturbance following 
facial nerve palsy. The histological section shows 
dense lymphocytic infiltrates and this obviously 
excludes simple lymphedema. Dr. Lorinez sug- 
gested a trial with chloroquine because this drug 
seems to have some effect on all conditions with 
lymphocytic infiltration. We do not know yet 
whether this therapy will have any effect. The 
patient was thoroughly worked up by several 
internists, allergists, and E.N.T. specialists without 
their finding any explanation for the swellings of 
the lip. 


Inflammatory Leukokeratosis Cutis (Drug Re- 
action?). Presented by Dr. STEPHEN ROTHMAN 
and (by invitation) Dr. RicHarp S. GOODMAN. 


The patient is a 44-year-old white dairyman 
initially seen in the Section of Dermatology of 
the University of Chicago Clinics in April, 1956, 
because of white oral lesions of three years’ dura- 
tion. In 1953, he had noted small white patches 
on the labial side of the upper anterior teeth with 
subsequent asymptomatic progressive extension to 
other areas of the mouth. Gingival inflammation 
had also been noted. 

In 1956, the lesions were described as thick, 
white, dirty-looking confluent areas on the palate, 
labial mucosa, buccal mucosa, and anterior por- 
tions of the gingivae. A zone of erythema 
surrounded the margins of the white lesions. Oto- 
laryngological consultation revealed extension of 
these changes onto the hypopharynx, epiglottis, 
larynx, and vocal cords. Several biopsies obtained 
from various portions of the oral lesions during 
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the next few months were all reported as showing 
hyperkeratosis, parakeratosis, lymphocytic, and 
plasma-cell infiltration. 

White blood cell counts, differential counts, uri- 
nalysis, serology, chest x-ray, and a bone marrow 
aspiration were all reported as normal or as nega- 
tive. Several cultures for Monilia showed no 
growth. From March, 1957, through June, 1957, 
the patient received prednisone in doses of 10 to 
20 mg. per day with decrease in the inflammation 
but without other change in the lesions. 

This patient had previously been followed in 
the Section of Neurology since 1946 because of 
post-traumatic grand mal incurred in 1933. Ex- 
amination in 1946 and on subsequent yearly clinic 
visits through 1956 had shown only a variable 
degree of gingival hyperplasia and gingivitis. He 
had received 60 to 180 mg. of phenobarbital daily 
since 1933. Dilantin, 100 to 300 mg. daily was 
given between 1946 and 1953. The patient has used 
no hydantoin drugs between August, 1953, and 
January, 1958, when he was started on ethotoin 
(Peganone), 250 mg. t.i.d., because of an increase 
in the number of seizures. 

When seen most recently in August, 1959, he 
had: noted no significant change in the oral lesions 
since 1956, except for a decrease in the associated 
inflammation. From November, 1958, to April, 
1959, he received a daily injection of Combiotic 
in treatment of a pneumonia with a slowly resolv- 
ing pleural effusion. During this period he thought 
there was some temporary decrease in the extent 
of the oral lesions. There is no family history of 
white oral lesions, and no history of nail dystrophy. 

On examination of August, 1959, he was found 
to have adherent, thick, opaque, white, irregularly 
shaped, granular surfaced, confluent plaques upon 
the palate and extending back toward the pharynx. 
There was similar involvement of the posterior 
pharyngeal wall, the tonsillar pillars, and anterior 
portions of the alveolar ridges. A moderate degree 
of hypertrophic gingivitis was also noted. The 
buccal mucosa, tongue, and floor of the mouth were 
spared. 

Recent white blood cells and differential counts 
were normal. Recently, one culture of the palate 
grew out Candida albicans. Two biopsies of the 
palatal lesions are presented, one of 1957 and one of 
1959. Both show symmetrical acanthosis, papilloma- 
tosis, and chronic inflammatory infiltrate. 


Discussion 


Dr S. J. ZAKon: It is not infrequent to see 
a patient who takes Dilantin develop hyperplasia 
of the gums. This man, however, never took 
Dilantin. I asked him and he said that he takes 
only phenobarbital. I do not know the cause of 
the leukokeratosis, but I should like to suggest a 
therapeutic procedure which is harmless and may 
do some good. That is by the use of vitamin A 
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Buccal tablets directly over the leukoplakia area. 
We have used it in lichen planus of the mouth; 
we have used it in leukoplakia and often with 
good results. 

Dr. H. H. Roprn, South Bend, Ind.: If I re- 
member the history correctly, this man took Dilan- 
tin several years ago but has not had any since. 
Usually when this drug is discontinued the hyper- 
plastic element disappears. In addition, I notice 
they recovered Monilia albicans from the lesions 
in the mouth. If this represents a primary infec- 
tion rather than a secondary involvement which 
is superimposed on the hyperplastic process, then 
I would suggest that he have some antimonilial 
treatment in the form of diiodohydroxyquin 
(Diodiquine) or a nystatin mouth wash. 

Dr. Harotp SHELLOoOw: I do not mean this 
comment to suggest that this man had lichen 
planus. I think it would be a good thing if another 
biopsy were performed more deeply to see if the 
findings would be consistent with that of lichen 
planus. 

Dr. STEPHEN RoTHMAN: This cannot be simply 
leukokeratosis oris because it is an inflammatory 
condition. It is true that the patient discontinued 
taking Dilantin several years ago but he is taking 
other antispasmodics, allegedly chemically related, 
in increasing dosages because his epilepsy is get- 
ting worse. Hyperplastic processes of the mouth 
mucous membranes are known to occur following 
Dilantin therapy and I can imagine that the hyper- 
keratosis is secondary to the connective tissue hy- 
perplasia. I do not believe there is any resemblance 
to lichen planus. Clinically, the rugated type of 
hyperkeratosis and the histological findings are not 
compatible with this suggestion. As Dr. Goodman 
has stated, the patient has no subjective symptoms. 
Thus treatment is not required. Local treatment 
with lozenges can hardly be an answer because 
the process extends to the larynx. If the assump- 
tion is correct that the process is due to drug 
intake, we hardly can expect improvement from 
anything as long as the patient must take the drug. 


Hand Psoriasis Treated with Intradermal Hy- 
drocortisone. Presented by Dr. A. M. Buca- 
HOLZ. 


A white man has had an eruption involving the 
fingers for many years. He has been under con- 
tinuous therapy for the past two and one-half 
years. The diagnosis of hand psoriasis was made 
and confirmed by eone of the senior members of 
the Chicago Dermatological Society. It has resisted 
the usual therapies. In the past three months it 
has cleared following intradermal injections, into 
the lesions, of 0.1 ml. of hydrocortisone. 


P Discussion 


Dr. Leonard F. Weser: I think psoriasis of 
the hands is an interesting subject. Some of my 
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friends from other cities tell me there is no such 
thing. I think I am indebted to Caro and the late 
Dr. Senear about psoriasis of the hands. The dis- 
ease interests me a great deal because all of the 
patients that are working and developing lesions 
on the hands, think, of course, it is due to their 
work. There is one point in particular that I 
would like to make; some years ago I thought 
that psoriasis of the hands was one of the recalci- 
trant diseases, probably more recalcitrant than 
recalcitrant eruptions of the hands. I think that 
I have somewhat changed my opinion about that. 
I would like to hear what Dr. Caro has to say 
about that. Also, I should like to hear what he 
has to say about the histological picture. I recall 
just yesterday I saw a patient that I had observed 
for nine months that I thought had psoriasis of 
the hands and never seemed to find lesions any- 
where else; suddenly he developed lesions on the 
extensor surfaces of the legs. 

Dr. A. H. Stepyan, Highland Park, Ill.: Dr. 
Buchholz is to be congratulated for bringing such 
a case to us. I have treated a case of psoriasis 
with the use of hydrocortisone under the skin in 
a patient who had palmar lesions. We have all seen 
atrophy following the use of subcutaneous injec- 
tions of hydrocortisone, but I feel that producing 
atrophy is a calculated risk that appears worth- 
while at times. The patients would rather have 
atrophic areas than to have psoriasis of their 
hands. In addition, I am now treating three patients 
with necrobiosis lipoidica diabeticorum with hy- 
drocortisone. Their lesions appear to be blanching, 
losing the yellowness and the surrounding redness, 
and producing a geod soft scar. Here again, the 
atrophy that is induced appears far better than 
the active lesion. 

Dr. M. R. Caro: In answer to Dr. Weber’s 
question, I can have no opinion on the case pre- 
sented today because there are no lesions present, 
and there is no biopsy on which to base a histo- 
pathologic diagnosis. The cases of nonpustular 
psoriasis of the hands presented by Dr. Senear 
and me had lesions that were limited on the hands 
mostly to the dorsal surface, particularly over the 
knuckles. Apparently, trauma plays some role in 
psoriasis of the hands. We performed biopsies 
in our patients, and we demonstrated the histo- 
pathologic features of psoriasis. In many of them, 
after six months or a year, lesions of psoriasis 
appeared elsewhere. In my opinion lesions of 
psoriasis on the hands do not, respond as rapidly 
to any type of treatment as they do elsewhere. 
As for the present case, I think Dr. Buchholz is 
to be congratulated on the good results, and good 
results without producing atrophy. Apparently the 


dose that he used was very ll. 
Dr. S. J. Zakon: I Ae ae the most 


dangerous forms of thinking in medicine is the 
post hoc propter hoc concept, e.g., I used tincture 


of meconium and the patient got better, therefore, 
tincture of meconium is a specific. We know that 
psoriasis lesions may disappear with the use of 
petrolatum and that they may not disappear even 
if you load the patient up with corticotropin 
(ACTH) and cortisone. If Dr. Buchholz can 
produce the same results in six or seven cases 
with the same method then he will be entitled to 
congratulations. 

Dr. Weper: I should like to disagree with Dr. 
Caro in part. He said trauma; I say these patients 
have a predisposition to psoriasis. First, a pre- 
disposition and then trauma. 

Dr. Caro: It is a pleasure to agree with Dr. 
Weber as usual. When I said trauma, I meant it 
as a Koebner phenomenon. Trauma in itself never 
produces psoriasis, but a patient who has psoriasis 
has a tendency to develop lesions at the parts that 
are injured. Certainly, the knuckles are exposed 
to trauma more than any other part of the hand, 
therefore, these are the parts that may develop 
the Koebner type of lesions. 

Dr. A. M. BucHHoLtz, Hammond, Ind.: Three 
patients with hand psoriasis were treated. Only 
the one with the best result came. The other two 
cases have responded somewhat better than to 
any other agent. 

The diagnosis was corroborated by the late Dr. 
Senear, who agreed and said it was a typical case, 
and he sympathized with me. He did make certain 
suggestions which I followed without any results. 
One-tenth of 1 cc. of hydrocortisone acetate is 
the dose (0.2 mg. of hydrocortisone.) 


Case for Diagnosis. (Bites?). Presented by DR. 
Davin V. Omens and (by invitation) Dr. 
Harotp D. OMENs and Dr. CHESTER L. KROLL. 


We present a six-year-old Negro girl. For the 
past two years, there have been exacerbations and 
remissions of pruritic papules involving the trunk, 
buttocks, and extremities. There is a predilection 
for the spring and summer seasons, Resolution of 
these lesions has never been complete. The home 
is infested with roaches. 

Numerous papules in various stages are demon- 
strated on the trunk, buttocks, palms, and ex- 
tremities. Treatment has consisted of bacitracin 
ointment for the secondarily infected lesions cal- 
cium hydroxide (aqua calcis) lotion, and elixir 
of Benadryl. It was also recommended that the 
home infestations be eradicated. 

Biopsy specimen is presented. 


Generalized Lichen Urticatus. Presented by Dr. 
SIDNEY Barsky and (by invitation) Dr. RICH- 
ARD BERNSTEIN. 


A 3-year-old Negro boy was well until four 
weeks ago. At that time his mother noted three 
“bumps” on his right arm. The mother suspected 
insect bites, and sprayed the room thoroughly 
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with insecticide. Within the next few days new 
crops of lesions appeared, and inside of two weeks 
the entire body, except for the palms and soles 
and scalp, were covered with lesions. 

He had severe pruritus. There are numerous 
papular and lichenified lesions over the body most 
numerous on the extensor aspects. Many of the 
lesions are excoriated and secondarily infected. In 
some a central puncta can be demonstrated. There 
is no history of new foods being added to the 
diet, nor is there any history of drug intake. He 
has never had an “allergic” history. He sleeps 
in the same bed with three siblings in his own 
age group, and none of them have any skin lesions. 
Physical examination is negative. 


Discussion 


Dr. TANcREDO FurtTAbo (by invitation): I think 
Dr. Omens’ patient has prurigo of Hebra. The 
lesions have all the morphologic characteristics of 
the condition. At first they appear on the extensor 
surfaces and later they may become widespread. 

Dr. Barsky’s patient is also a case of prurigo 
of Hebra. It is one example of the type he first 
described as prurigo mitis. He distinguished two 
types: prurigo ferox and prurigo mitis. We see 
many cases of this disease in Brazil. We like to 
see the serous papule described by Tomasolli to 
make the diagnosis of lichen urticatus. 

Dr. STEPHEN RoTtTHMAN: I agree with Dr. 
Furtado that in Dr. Barsky’s case no urticarial 
lesions with papular or vesicular tops can be seen, 
and, therefore, it is difficult to accept the diagnosis 
of lichen urticatus for this purely papular eruption. 

Concerning Dr. Omen’s case, I doubt it could 
be accepted as prurigo mitis. In prurigo Hebrae 
the primary lesion is an urticarial papule which 
even in the mild form itches sufficiently to be torn 
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Secondary Syphilis. Presented by Dr. DONALD 
M. Pritssury and (by invitation) Dr. PHILIP 
Repetto and Dr. Henry C. MAGUIRE. 


The patient was a 3l-year-old Negro woman 
who complained of an eruption on scattered areas 


of her body. 
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off soon after it is formed. Predilectional localiza- 
tion is on the extensor surfaces. Lichenified patches 
and lymphadenopathy develop soon. The child pre- 
sented does not display a single scratch mark and 
the mother states that it never wakes up scratching. 

Dr. Furrapo: I should like to add that I in- 
vestigated the adenopathy described in prurigo of 
Hebra. There is adenopathy not only in Dr. Omens’ 
case but also in Dr. Barsky’s case. In the latter, 
although the disease is not so widespread and 
severe, there is crural adenopathy. The other pa- 
tient shows mainly inguinal adenopathy. I have 
observed in many cases that if you keep them in 
the hospital and do nothing for them, they will 
clear up. 

Dr. RorHMAN: I am sorry, I did not know that 
in Dr. Omens’ case there has been generalized 
lymphadenopathy. I was misinformed. Still I do 
not believe the picture fits that of prurigo mitis. 

Dr. Davin V. Omens: In the many years of 
practice in pediatric dermatology we have seen 
many cases of lichen urticatus. The worst case 
of lichen urticatus I ever saw was in this boy. 
Our diagnosis was lichen urticatus with the hope 
that this might conform to the possibility of 
prurigo of Hebra. 

I have never seen a case of prurigo of Hebra, 
but because of the severity of the condition, I spoke 
to Dr. Rothman of such a possibility, and he as- 
sured me that it did not have the characteristics 
of that condition. 

Dr. Smpney Barsky: We saw our patient for 
the first time yesterday. This falls into a clinical 
picture that we have seen many times and that 
we continue to see very frequently in the County 
Hospital but not in private practice. This child’s 
father has hay fever, and there is a little bit of 
lichenification on the forehead. Perhaps this might 
fit into an atopic type of diathesis. 


. 

History.—About six weeks previously she noted 
an annular papular eruption on her face and neck 
which was accompanied by some pruritus. Shortly 
thereafter she noted an eruption on her palms and 
soles. She had ngger been treated for syphilis 
previously. She MO had rickets in infancy. 

Examination——About the face and neck are 
circinate and annular lesions with elevated borders 
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and hyperpigmented centers. The palms and soles 
show a diffuse scaling with punched-out hyper- 
keratotic, scaly, depressed lesions. There are many 
ulcerative plaques on the vulvae. 

Laboratory Findings—VDRL 1:32 Dil. Dark- 
field examination on vulvar lesions positive for 
Treponema pallidum. 

Treatment—As the patient was seen the after- 
noon of the meeting, she was given benzathine 
(Bicillin), 2,400,000 units. 


Discussion 


Dr. Meyer L. NrtepeELMAN: What was almost 
as striking as her annular eruption was the notch- 
ing of her upper central incisors. At first glance, 
one would think that these are Hutchinsonian in 
type. However, on closer inspection the teeth are 
not screw driver shape and are not of the barrel 
type. Rickets and other malnutritional diseases can 
give a picture similar to this process. There was 
no evidence of mulberry molars, and she does not 
have the dishpan facies of congenital syphilis. 

Dr. Ira L. ScHAMBERG: Hutchinson, 
original description of stigmata of congenital syph- 
ilis involving the upper central incisors, noted the 
greater diameter of the tooth at the gingival 
margin, as compared to the biting edge, separation 
of the teeth and notching. In these teeth the 
gingival diameter is as small as is that of the 
biting edge. These are not Hutchinsonian incisors. 


in his 


Dr. Ira L. SCHAMBERG: Perioral annular lesions 
such as these used to be the basis for streetcar 
diagnosis of secondary syphilis on the No. 40 South 
Street line. These annular lesions occur chiefly in 
Negro women and are usually associated with 
condyloma lata, as in this patient. Since the pos- 
sibility of congenital syphilis has been brought up, 
I should like to point out how extremely rare. it is. 
Hahn (Hahn, R. D.: Reinfection in Congenital 
Syphilis, Am. J. Syph. Gon. & Ven. Dis. 25 :200- 
214 [March] 1941) and Allison (Allison, S. D.: 
Reinfection in Congenital Syphilis, Am. J. Syph. 
Gon. & Ven. Dis. 26:212-217 [March] 1942) have 
reported a total of four unquestionable cases of 
reinfection in congenital syphilis. Because of the 
rapid development of resistance to reinfection fol- 
lowing initial syphilitic infection, one would expect 
that in such reinfected patients treatment for the 
first infection would have been given early. Treat- 
ment was started in these four patients at the 
age of forty-five days, eight weeks, fifteen weeks, 
and four years. One would not expect reinfection 
in a patient treated for eit congenital or ac- 
quired syphilis four years e the onset of the 
disease, but this last case is indisputable, as are 
the others. 


Hypertrophic Lichen Planus vs. Mycosis Fun- 
goides. Presented by Dr. Ira L. SCHAMBERG 
and (by invitation) Dr. Puitte REPETTO and 
Dr. Henry C. MAGUIRE. 


The patient is a Negro man, aged 48 years. His 
complaints were a generalized eruption with intense 
pruritus. 


History.—The patient first noted a papular erup- 
tion on the forearms in 1949, which was very itchy. 
The eruption persisted and in 1954 became general- 
ized and nodular. The nodules became larger, 
tumors formed, and in the past year many became 
ulcerated. The tumors are more abundant on the 
scalp, buttocks, and arms. He was treated for 
syphilis in 1942 with bismuth and arsenic. and 
retreated in 1954 with penicillin. 


Examination.—The entire cutaneous surface is 
involved. There is a generalized violaceous papu- 
lar, scaly, and reticulated eruption with various 
sized nodules and tumors, many of which are 
ulcerated and fungating. The tongue shows whitish 
plaques and erosions which resemble leukokera- 
tosis. 


Laboratory Findings.—Serologic tests for syphi- 
lis were nonreactive; blood cell count was normal 
except for an eosinophila of 34%; urine—nega- 
tive; bone marrow—normal; albumin-globulin ra- 
tio, 23:44; blood urea nitrogen, 16 mg. %; 
fasting blood sugar, 94 mg. %; x-ray of chest, 
negative. 

Biopsy Reports—(1) Node—dermatopathic 
lymphadenitis; (2) scalp—compatible with lichen 
planus; (3) buttock—compatible with lichen planus; 
(4) abdomen—neurodermatitis, 


Treatment.—The patient has been treated by 
his family physician with corticotropin (ACTH), 
cortisone, calcium, and iodine. He has had injec- 
tions of prednisolone (Meticortelone), 10 mg., into 
the tumors with transient diminution in size, Local 
x-ray therapy to the tumors resulted in good re- 
sponse, but they recur. One month ago patient was 
started on intravenous cyclophosphamide (Cy- 
toxan), 7.5 mg. per kilogram daily. 


Discussion 


Dr. Meyer L. NriepetMANn: I followed this pa- 
tient for several years while on service at Phila- 
delphia General Hospital. When first seen, the 
lesions resembled lichen planus and the biopsy at 
that time was inconclusive. Because of his in- 
tense pruritus and further spread of his lesions, 
mycosis fungoides or one of the lymphoblastomas 
were considered. Gradually a clinical picture of 
mycosis fungoides evolved, and, although I have 
not seem him for almost a year, tonight we see 
the definite picture of mycosis fungoides in the 
fungating and tumor stage. The histologic picture 
is not always definite in the early or even mod- 
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erate stages, as he was studied by competent derm- 
atopathologists and the diagnosis was uncertain. 

Dr. Purre Repetto (by invitation): We are 
now using a product on this patient which is put 
out by Mead Johnson & Company, called Cytoxan. 
Basically, this is an ester of nitrogen mustard 
called cyclophosphamide. The nice thing about it 
is that it can be given intravenously without fear 
of tissue damage if extravasation occurs. In fact, 
it may be given intramuscularly, as it is inert until 
activated by certain enzymes in the body and in 
tumor tissue. 

Several months ago, a report from the Chemo- 
therapy Section of the Hospital of the University 
of Pennsylvania (Cancer Chemotherapy Rep., June, 
1959), summarized the use of Cytoxan in 95 cases 
of neoplastic disease of various types. Of the 95, 
it was felt that 48 cases were suitable for evalua- 
tion as to effect of the drug. Some 17 out of 48 
persons had a remission, although it was short. 

The side-effects of this drug include a tempo- 
rary alopecia, nausea, vomiting, sterile cystitis and 
depression of the formed elements of the blood. An 
oral tablet is available for maintenance therapy. 

Dr. HERBERT A. LuscoMBe: My experience has 
been that nitrogen mustards produce nothing more 
than temporary remissions—never longer than 
three months. 


Mycosis Fungoides. Presented by Dr. DONALD 
M. PILLSBURY, Dr. Ira L. SCHAMBERG, and (by 
invitation) Dr. PHILIP REPETTO and Dr. HENRY 
C. MAGUIRE. 


Patient is a 40-year-old Negro housewife com- 
plaining of a generalized pruritic eruption. The 
eruption first began three years ago with pruritus 
and gradually spread over the entire cutaneous 
surface. She develops edema, fissuring, and oozing 
of her lower extremities when ambulatory. 

Examination—The entire cutaneous surface is 
covered with papules, tumors, and nodules varying 
in size up to a walnut. There are many excoria- 
tions. Scattered among the tumors are infiltrated 
plaques. Marked scaling of the scalp and ears is 
apparent. There is thickening of the palms and 
soles. The skin of the legs is thickened, fissured, 
and exfoliating. The nails are dystrophic and gen- 
eralized adenopathy is present. 

Laboratory Findings.—The serologic tests for 
syphilis were negative; urine—negative; complete 
blood count—normal; bone marrow studies—nor- 
mal; calcium—8&5 mg. %; electrolytes—normal ; 
blood urea nitrogen—normal; fasting blood sugar 
—83 mg. %; albumin globulin ratio—1.5 :3.7; chest 
x-ray—normal ; electrocardiogram—normal. 

Biopsy Report—Mycosis fungoides. 

Treatment.—The patient has had four admissions 
with three courses of intravenous nitrogen mustard, 
with only transient improvement. Intravenous in- 
filtration on one occasion caused contracture of 
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her left arm, which is improving under physical 
therapy. Several courses of steroid therapy have 
not benefited her. Numerous local preparations and 
drugs have been of no avail. 


Discussion 


Dr. Meyer L. NIEDELMAN: Last year I pre- 
sented a 50-year-old patient with mycosis fungoides 
at one of our meetings. He first developed lesions 
about 20 years previously, which resembled ery- 
thema annulare centrifugum. These lesions were 
evanescent until about 10 years ago, when they 
became fixed. Since, he has developed new lesions 
and about six months ago many tumors appeared. 
Three months ago, he received cathode-ray therapy. 
On his return, he developed a cough, septic tem- 
perature, fluid in his right chest, cellulitis of his 
scrotum and penis, marked anemia (30%), emacia- 
tion and succumbed very quickly. When post mor- 
tem was performed, he had a large malignant 
lymphoma of the right lung, his kidneys were 
replaced by lymphomatous tissue resembling my- 
cosis fungoides. The point I wish to make is that 
he was in fair health prior to his x-ray therapy. 
Has anyone seen patients go downhill so rapidly 
after this type of therapy? 

Dr. HERBERT GOLDSCHMIDT (by invitation): At 
the University Clinic in Munich more than 150 
cases of various skin disorders were treated with 
a new method of x-ray treatment, called roentgen 
teletherapy of the skin (C. G. Schirren: J. Invest. 
Dermat. 24 :463, 1955; latest report in Marchionini- 
Jadassohns Handbuch der Hautkrankheiten, V/ 
2:610, 1959; Springer-Verlag, Heidelberg). Results 
were particularly good in mycosis fungoides and 
other generalized dermatoses. Unfiltered beryllium 
window irradiation at a target skin distance of 2 
meters with a half-value layer of 0.1 mm. Al and 
a skin half-value depth of 2 mm. was found to 
be sufhcient to control most cases of mycosis 
fungoides (except when large tumors are present). 
With this method the whole body surface can be 
irradiated by only one daily exposure with 100 r 
for a total dose of 1,200 to 1,500 r. Since the 
effect of these soft x-rays is limited to the upper 
layers of the skin, no adverse effects on the hemo- 
poietic system were noticed. We feel, however, 
that the use of x-rays should be limited to cases 
where other forms of therapy have failed. This 
is even more important when using this method 
for benign disorders, such as generalized forms 
of various eczemas, psoriasis, seborrheic derma- 
titis, etc. 

Dr. FREDERICK UrsacH: How long is the re- 
mission? 

Dr. HERBERT GOLDSCHMIDT (by invitation): The 
remission ties considerably, the average 
time being six months or more. In some cases, 
a second and third course of x-ray therapy was 
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given after an interval of six to twelve months, 
without any systemic side-effects. 


Dr. Joseren V. KLAuperR: Could Dr. Goldschmidt 
tell us something about dermatologic x-ray therapy 
in Germany? 

Dr. Hersert GOLDSCHMIDT (by invitation): The 
main principle of x-ray therapy as used in most 
dermatologic centers in Germany is expressed by 
the general rule that the quality of x-rays should 
be adapted to the depth of the pathologic process 
in the tissue. The skin half-value depth of radia- 
tion (measured in mm. tissue) should be the same 
as the depth of the skin lesion. As an example, 
a skin process extending only 2 mm. into the depth 
of the skin should be treated with x-rays of 2 
mm. half-value depth; an epithelioma of 7 mm. 
depth should be treated by x-rays of 7 mm. half- 
value depth, etc. This variation of the skin half- 
value depth is possible when beryllium window 
tubes are used. 


Scleroderma. Presented by Dr. DonALp M. PILts- 
BURY and (by invitation) Dr. PHILIP REPETTO 
and Dr. Henry C. MAGUIRE. 


The patient is a 34-year-old Negro waitress. 
Patient was well until three years ago when she 
noticed easy fatiguability, urticaria, and decreased 
mobility of her arms, neck, and hands. For the 
past several months she noted pain in the distal 
phalanges of her hands and swelling of her feet, 
which required her to wear a larger sized shoe 
than before. She has trouble with food sticking 
in her throat. No history of Raynaud’s phenomena. 
She has one sister who has arthritis. 


Examination.—W ell-developed woman appearing 
younger than her stated age. She is unable to 
open her mouth fully. The neck, shoulders, and 
arms are firm on palpation and tightness of the 
skin on her chest limits expansion. Some peridontal 
widening is noted. The legs are soft on palpation. 


Laboratory Findings—tThe serologic tests for 
syphilis were nonreactive; complete blood count— 
normal; urine—normal ; calcium—8&.4 mg. %; blood 
urea nitrogen—20 mg. %; fasting blood sugar— 
92 mg. %; albumin-globulin ratio—4.1:2.9; phos- 
phorus—3.5 mg. %; electrocardiogram—normal ; 
cardiac-catheterization—normal; swallowing func- 
tion, upper and lower gastrointestinal series—nor- 
mal; I.V. urogram—normal; liver function tests 
—normal; x-rays of hands and feet—normal. 


Treatment.—Brief courses ` of steroids and 
PABA; daily physical therapy; ultrasound and 
massage; three weeks’ course of disodium versenate 
given intravenously—3 gm. in 500 cc. of glucose 
daily which caused transient seftening of the arms. 
She states she feels better, but noWbjective changes 
are noted. Chlorothiazide (Diuril) has had no 
effect. 





Discussion 


DR.. HERBERT A. Luscompe: I have never seen 
a case of scleroderma with such broad-like in- 
duration as this patient exhibits. 


Dr. HaroLn Perry (by invitation) : When I saw 
this patient I suspected she presented scleredema 
of Buschke. If we considered she had scleroderma, 
she would have the form of the disease referred to 
as acrosclerosis. The fact that her hands are com- 
paratively unaffected would be against this as- 
sumption. After three years one would have 
anticipated Raynaud’s phenomenon to have de- 
veloped by this time, too, and in this patient this 
vascular reaction is absent. Although there is 
marked induration of the skin of the face, there 
is not a hidebound quality that prevents her wrin- 
kling her skin. The fact that this disease has been 
present three years does not mitigate against the 
diagnosis of scleredema of Buschke, as the 
changes seen in this entity may persist for as 
long as 20 years. The patient has remained: in 
relatively good health during all this time. 


Dr. Donar M. PIttspury: We do not see many 
cases of Buschke’s scleredema. By old standards, 
it would ordinarily be preceded by respiratory in- 
volvement. 

Dr. HaARotp Perry (by invitation): When 
scleredema of Buschke is seen early in the course 
of the disease, a history of an upper respiratory 
infection can often be obtained. This occurs so 
frequently that an etiological relationship between 
these incidents is considered to exist. In this pa- 
tient, I specifically asked her regarding a prior 
respiratory infection, but she remembers no such 
incident. 


Granuloma Inguinale: Synergistic Bacterial Ul- 
cerations. Presented by Dr. IRA L. SCHAMBERG 
and (by invitation) Dr. Paripe REPETTO and 
Dr. Henry C. MAGUIRE. 

A married Negro woman, age 19, was first seen 
at Temple University Hospital Clinic in February, 
1958. Her complaint was large ulcerations of the 
genitals and perianal area. 

History—In February, 1958, while pregnant, the 
patient developed an ulcer on the left labia, 4X8 
cm. A smear and biopsy specimen showed Donovan 
bodies. A Frei test site on the right arm ulcerated. 
She responded slowly to large doses of tetracycline 
(Achromycin) and sulfamethoxpyridazine (Ky- 
nex). She also received sulfadiazine and intra- 
muscular injections of streptomycin, from which 
she developed a Staphylococcic injection-site ab- 
scess on the right buttock. At this time, she de- 
veloped a septic temperature, became semicomatose 
and delirious. She received ristocetin (Spontin) 
intravenously, and after three weeks her tempera- 
ture became normal, and she was dicharged. The 
lesions at this time were completely healed, 
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In June, 1958, she was admitted to the Phila- 
delphia General Hospital because of enlargement 
of the right buttock abscess and reactivation of 
the vulvar ulcers. Incision and drainage of the 
abscess was performed, and she was given tetra- 
cycline, 3 gm. daily for seven weeks, with gradual 
healing of all areas. She was discharged in August, 
1958. In January, 1959, the genital ulcers reopened, 
and she was readmitted. At this time she had a 
miscarriage. Since April, the ulcer has healed and 
broken down many times. She has had Pneumo- 
coccal pneumonia, injection-site abscess of the arm, 
and abscesses of the buttocks. Very resistant 
Staphylococci pyogenes var. aureus, Proteus, and 
Pseudomonas have been constant findings. At pres- 
ent, she has ulcerations of the genital area and 
buttocks. 


Examination.—Well-developed female of stated 
age. On the right arm is a 2 in.-diameter Frei 
skin test scar. This became edematous in February, 
1959, when the vulvar ulcer reformed. On the 
right gluteal area is an old and more recent scar. 
On the left gluteal area is a granulating wound. 
On the left medial thigh is an 8X5 cm. enlarging 
ulcer, There are depigmented healing ulcers on 
both sides of vulva and about the coccyx. 


Laboratory Findings—Serologic tests for syphi- 
lis—nonreactive; complete blood count—normal ; 
electrophoresis—y-globulin 3.15 (normal 0.7 to 
1.5); culture of ulcer—Staph. aureus sensitive to 
novobiocin, chloramphenicol, and erythromycin; 
antibody rise to typhoid vaccine; x-ray of chest— 
normal; PPD—negative; x-ray of gastrointestinal 
tract—normal. 

Biopsy Report—Serial biopsies reveal granula- 
tion tissue with no evidence of granuloma inguinale. 

Treatment. —Long courses of all broad-spectrum 
antibiotics; one per cent acetic acid compresses ; 
sitz baths;  triclobisoniumchloride (Triburon) 
ointment; neosporin powder, furmethonol (Alta- 
fur), 1 gm. daily. 


Discussion 


Dr. MEYER L. NiIepELMAN: This patient was 
seen initially by me at Temple University Medical 
Center. She presented large granulomatous lesions 
of the genitals, groin, and perianal area. Her hus- 
band was free of any lesions. Biopsy and smear 
showed many Donovan bodies, and this confirmed 
the clinical diagnosis. She was placed on the broad- 
spectrum antibiotics and showed improvement when 
suddenly she began to develop a septic temperature. 
She was hospitalized and developed pneumonia ; 
the lesions became infected, ulcerated more than 
previously, and she became moribund, All medica- 
tions seemed to be worthless until she was given 
Spontin (Abbott) intravenously daily. I believe 
that this drug was responsible for saving her life. 
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She recovered in three weeks, at which time her 
lesions had almost healed. 

I do not believe the lesions we see today are 
granuloma inguinale but rather secondary symbiotic 
bacterial infections from cross sensitizations. As 
has been mentioned, she develops infection-site 
abscesses. She also has a great deal of scar forma- 
tion at present. 


Dr. Ira L. ScHAMBERG: There are many un- 
usual features about this fascimating and tragic 
case. This young girl has repeatedly developed 
acutely destructive, rapidly progressing ulcers in 
the genital area, as well as on the buttocks at 
the sites of penicillin injections. Remissions are 
followed by flares in an irregular pattern, with 
fever during the flares. This is clearly not granu- 
loma inguinale. It appears to me that it may repre- 
sent a localized hypersensitivity reaction of some 
unusual type. 

Dr. Marcaret Gray Woop: We have not had 
the opportunity to review the smear and biopsy 
specimen prepared at Temple University Hospital 
in March, 1958. The specimens which were ex- 
amined since her admission to this hospital have 
consistently failed to show Donovan bodies or the 
histiocytes and large plasma cells commonly as- 
sociated with the pathologic picture of granuloma 
inguinale. The picture has been that of a chronic 
granulation tissue and fibrosis. The most recent 
specimen has shown an acute vasculitis character- 
ized by vessels with edematous walls surrounded 
by a lymphocytic reaction, whieh also shows a 
large number of eosinophils. Some of the larger 
vessels show infiltration of their walls by eosino- 
phils and polymorphonuclear leukocytes. The pa- 
tient may well have had granuloma inguinale, but 
at the present the picture is much more suggestive 
of an acute, possibly allergic, vasculitis. 


Atypical Keratosis Pilaris. Atypical Pityriasis 
Rubra Pilaris. Atypical Parapsoriasis Papu- 
lata. Presented by Dr. Lours Jarre and (by 
invitation) Dr. STANLEY M. NowAckI. 


This is a white female child, aged 11. She is 
Mongoloid in appearance, has speech difficulties, 
and a congenital defective heart. 

History—The eruption is of six years’ duration 
and began as a small red papule on the left elbow. 
These papules became confluent and spread to in- 
volve the other arm, thighs, and forearms. Some 
of the individual lesions have disappeared leaving 
shallow depressed scars, but new lesions have ap- 
peared at the periphery of these scars. 

Examination.— There are groups, individual 
patches, and streaks of red to tan glistening glob- 
ular papules, some in arciform configuration, sym- 
metrically distribyged over the arms, forearms, and 
thighs. Manyeof “these have scaly tops and obvious 
horny centers. Also, one sees shallow, depressed, 
delicate scars, some with papules at the edge. 


SOCIETY TRANSACTIONS 


There is cardiac enlargement, mitral and pulmo- 
nary murmurs, palpable liver edge, short incurved 
fifth fingers, which are hyperextensible. 


Laboratory Findings —X-ray of chest revealed 
cardiac enlargement and confirmed valvular in- 
volvement. Urinalysis, complete blood count, and 
the serologic tests for syphilis are normal. 


Biopsy Report: Not characteristic. 


Treatment: Oral water-soluble vitamin A, 50,000 
units daily for two months, with no effect. 


Discussion 


Dr. Georce W. HAMBRICK JR.: I should like to 
offer a working diagnosis of a condition first de- 
scribed in Europe by Lutz and Miescher—namely, 
keratosis follicularis serpiginosa or elastoma intra- 
papillare perforans verruciforme, respectively. The 
primary lesion of this condition is a papule sur- 
mounted by a keratotic central plug. These papules 
are arranged in circular or arcuate fashion and are 
followed by superficial scarring as the lesions pro- 
gress peripherally from a central point. I was 
fortunate enough to see the first case of Dr. 
Joseph Hitch in 1951 (Hitch, J. M., and Lund, 
H. Z.: Elastosis Perforans Serpiginosa, A.M.A. 
ArcH DerMAT. 79 :407, 1959). The lesions presented 
by the patient tonight are very similar to the ones 
in the Hitch patient. This condition is not con- 
genital but appears in young adults usually. The 
pathology is said to be a perforation of dermal 
elastic tissue through the epidermis at the site of 
the hair follicles or through nonappendageal epi- 
dermis. I should suggest that serial sections be 
done on a biopsy using elastic tissue stains, and, 
also, that a potassium hydroxide preparation using 
the central horny plug of a papule be examined 
for elastic tissue fibers. 


Dr. Hersert GotpscHMipt (by invitation): I 
saw two cases in Munich with lesions that looked 
exactly like this case. There are several recent 
reports in the European literature indicating that 
the keratotic features of this disorder are not 
due to a primary follicular retention (as Lutz’ 
original term, keratosis follicularis serpiginosa, 
implies) but secondary to a bionecrotic reaction 
of hyperplastic elastic fibers. (Miescher: elastoma 
intrapapillare perforans verruciforme). 


Dr. Haro O. Perry (by invitation) : Some of 
these cases have been described under other terms. 
One is elastosis perforans serpiginosa. In patients 
we have seen, the eruptions were on the sides of 
the neck and upper trunk, rather than on the 
extremities, as with this patient, although certainly 
this distribution pattern need not interfere with 
the diagnosis. Ordinarily the disease, as we have 
seen it, appears in older age gXoups (during the 
teens). 


Dr. THOMAS BUTTERWORTH, Reading, Pa.: All 
of the lesions of this patient are in readily ac- 
cessible areas. Many of them are distributed along 
scratch marks. Some have disappeared spontane- 
ously or after the trauma of scratching. Two small 
papules in the right deltoid region are globoid, 
flesh-colored, and translucent but not umbilicated. 
I should like to offer the diagnosis of molluscum 
contagiosa traumatized and spread by a mentally- 
retarded child. I suggest that the presentor try the 
effect of curettage and the application of an 
antiseptic. 


Sarcoidosis-Cutaneous and Systemic. Presented by Dr. 
Donatp M. Pirtsspury and (by invitation) Dr. PHILIP 
Repetto and Dr. Henry MAGUIRE. 


Pre-Tibial Myxedema, Secondary to Thyrotoxicosis. Pre- 
sented by Dr. Donar M. Pitissury and (by invitation) 
Dr. Puirip REPETTO and Dr. HENRY C. MAGUIRE, 


Bullous Pemphigoid. Presented by Dr. Donatp M. Putts. 
BURY and (by invitation) Dr. PHILIP REPETTO and Dr. 
Henry C. MAGUIRE. 


Kaposi's Multiple Hemorrhagic Sarcoma—Hepatie Disease 
—Cirrhosis or Neoplasm? Presented by Dr. Donatp M. 
PıLLssBuRy and (by invitation) Dr. PHILIP REPETTO and 
Dr. Henry C. MAGUIRE. 


Rosacea. Chronie Alcoholism. Presented (by invitation) Dr. 
Puitiep REPETTO and Dr. RONALD OTTENBERG. 


Multiple Keratoses. Squamous-Cell Carcinoma. Presented 
by Dr. Donato M. PILLSBURY and (by invitation) Dr. 
Puitip REPETTO and Dr. Henry C. MAGUIRE. 


Bullous Pemphigoid of the Aged. Presented by Dr. Ira 
L. SCHAMBERG and (by invitation) Dr. PHILIP REPETTO 
and Dr. Henry C. MAGUIRE. 


Argyria. Presented by Dr. Donatp M. PILLSBURY and 
(by invitation) Dr. PHILIP REPETTO and Dr. HENRY 
C. MAGUIRE. 


Glass Foreign Body Granuloma. Laennec Cirrhosis. Portal 
Hypertension. Presented by Dr. Donatp M. PILLSBURY 


and (by invitation) Dr. PHILIP REPETTO and Dr. HENRY 
C. MAGUIRE. 


Lupus Vulgaris. Presented by Dr. Donatp M. PILLSBURY 


and (by invitation) Dr. PHILIP REPETTO and Dr. HENRY 
C. MAGUIRE. 


Lupus Erythematosus (Subacute). Idiopathic Epilepsy. 
Presented by Dr. Donatp M. PILLSBURY and (by 


invitation) Dr. Puitip REPETTO and Dr. Henry C. 
MAGUIRE. 


Chronic Discoid Lupus Erythematosus. Presented by Dr. 
Donatp M. Picisgury and (by invitation) Dr. PHILIP 
REPETTO and Dr. Henry C. MAGUIRE. 


Dermatitis Herpetiformis. Presented by Dr. Donato M. 


PILLsBuryY and (by invitation) Dr. PHILIP REPETTO and 
Dr. Henry C. MAGUIRE. 


Generalized Leukoderma. Tinea Cruris. Presented by Dr. 
Donatp M. Pritssury and (by invitation) Dr. PHILIP 
REPETTO and Dr. Henry C. MAGUIRE, 


Lichen Striatus. Presented by Dr. DONALD M. PILLSBURY 
and (by invitation) Dr. PHILIP REPETTO and Dr. HENRY 
C. MAGUIRE. 


A Case for Diagnosis. Presented by Dr. Donatp M. PuLs- 
BURY and (by invitation) Dr. PHILIP REPETTO and Dr. 
Henry C. MAGUIRE. 
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Abstracts from Current Literature 


ANTIMALARIAL PREPARATIONS IN THE TREATMENT OF CUTANEOUS DISORDERS. F. S. GLICKMAN, 
H. SHANTIN, and O. Canazares, New York J. Med. 59 :3946-3954 (Nov. 1) 1959. 


An excellent review of the dermatologists’ use of antimalarial preparations. 
Lazar, Chicago. 


ALLERGIC SENSITIZATION TO THE GRouP “Para”: (A Stupy oF 590 Cases). X. VILANOVA 
and Luis A. Ruepa, Actas dermo-sif. 50:220 (May) 1959. 


‘At the “Escuela profesional de Dermatologia” of Barcelona the authors performed, as 
part of their standard tests set, patch tests to paraphenylenediamine, para-aminophenylsulfa- 
mide, and novocaine. Of the 3,700 patients tested for different reasons 590 gave positive 
reactions at least to one of these substances. Of these 150 presented dermatoses directly 
related to them. There are several tables presenting the percentages of positive reactions in 
different dermatoses. The authors conclude that the intensity and the number of sensitization 
to secondary allergens is independent of the intensity of the response of the primery allergen. 

CANIZARES, New York. 


New HISTOCHEMICAL FINDINGS IN Cottow Mitium. A. P. RODRIGUEZ PEREZ and G. JAQUETI 
pEL Pozo, Actas dermo-sif. 50:233 (May) 1959. 
Morphologic and histochemical studies of two cases of colloid millium showed the complex 
nature of the vesicle material, These were products of disintegration of the elastic and col- 
lagen fibers, an interstitial mucopolysaccharide identified as -chondroitin sulphuric acid, and 


products originated from the blood serum (11 photomicrographs). 
CANIzARES, New York. 


IMPORTANCE OF THE “STANDARD” PATCH TESTS IN THE DIAGNOSIS OF CONTACT DERMATITIS. 
X. Viranova and J. M. GIMENEZ Camarasa, Actas dermo-sif. 50:243 (May) 1959. 


Although admitting the diagnostic value of the “standard” patch tests in the diagnosis of 
contact dermatitis, the authors stress the value of a good clinical history as a guide for the 
allergic study. They state that the “standard” tests are useful in those cases in which it 1s 
impossible to suspect any particular substance as the cause of the dermatitis. 

CANIZARES, New York. 


A Case or MULTIPLE CuTaANEous OsTEOMAS. J. MERCADAL Peyrt, Actas dermo-sif. 50:250 
(May) 1959. , 
The author reviews the literature on cutaneous osteoma and reports a case of multiple 
lesions localized to the lower extremities. There was calcemia and phosphatemia. The onset 
of the lesions followed severe injuries of the legs. The author suggests the hypothesis that 


the repeated bony traumas may have originated a “metastasis” of cells toward the dermis. 
CANIZARES, New York. 


STATISTIC Stupy oF Mycoses OBSERVED IN GALICIA, SPAIN. MANUEL PEREIRO MIGUENS, 

Actas dermo-sif. 50:273 (May) 1959. 

A statistic study of 820 cases with mycoses observed from 1951 to 1959, in the province 
of Galicia, shows that the lesions more frequently encountered were tinea capitis (287 cases), 
tinea circinata (184 cases) and candidiasis (105 cases). Sixty-five patients with tmea barbae, 
38 of tinea cruris, and only 23 of dermatophytosis of the feet were studied. Of the cases 
of tinea capitis 58% were caused by Microsporum canis, 19% by, Trichophyton schoenlein, 
and 12% by T. tonsurans. T. mentographytes was the most common cause of T. barbae and 


T. circinata. 
CANIZARES, New York. 


Casurstics oF CHROMOBLASTOMYCOSIS. C. E. Sonck, Arch. klin. u. exp. Dermat. 209 :223-242 


1959. m he 
Report of four cases (two men and two women) of chromoblastomycosis, @bserved in 
Finland. These are the first European cases seen outside of Russia. The disease was located 
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in one patient on the thigh, in another on the dorsum of the hand, and in two on the buttocks. 
Culture showed Hormodendrum (Fonsecaea) pedrosoi in all four patients. 
HOLLANDER, Springfield, Mass. 


KERATOSIS MULTIFORMIS WITH ATROPHY OF Dorsa oF HANDS, PIGMENTATIONS, AND SKELETAL 
CuHances. T. SALAMON and B. Martnxovic, Arch. klin. u. exp. Dermat. 209 :243-257, 1959. 


A 35-year-old man showed plaques of follicular papules of the elbows, trochanter regions, 
and knees, and keratotic thickening of the flexor aspect of the hands and the plantar aspect of 
the feet. Several finger nails were thickened. There was atrophy of the extensor aspect of 
the hands. The neck, chest, forearms, and buttocks showed dark brown pigmentation. There 
was flexural contraction of the metacarpophalangeal joints with ulnopalmar abduction of the 
fingers. Histologic examination of the dorsum of the right hand revealed degeneration and 
atrophy of collagenous fibers. Of 17 blood relatives examined, several showed various skeletal 
anomalies. Authors use the term keratosis multiformis because of the various hyperkeratoses 
observed. Their case somewhat corresponds with Jadassohn-Lewandowsky’s case of keratosis 
disseminata circumscripta (follicularis). The various manifestations of the described case may 
have been caused by a very complicated hereditary factor. 

HOLLANDER, Springfield, Mass. 


FINDINGS OF SKIN PATHOGENIC FUNGI IN CAGES OF LABORATORY ANIMALS. H. Riera, H. 
Koc, and A. Y. Ex-Frxt, Arch. klin. u. exp. Dermat. 209 :258-268, 1959. 


Examinations of guinea pigs, mice, and rabbits from seven institutions in Hamburg were 
carried out with the authors’ own method. Tufts of hair from humans, as well as dogs, cats, 
and sheep were bound with string and deposited in the cages of the laboratory animals where 
they had contact with the excrements of the animals. Microsporum canis, Cephalosporium 
acremonium, Scopulariopsis brevicaulis, Streptomyces griseus, and Hormodendrum pedrosoi 
could be isolated. The environment of the laboratory animals probably harbors saprophytic 
fungi which at times become pathogenic. 

| HOLLANDER, Springfield, Mass. 


DEVELOPMENT OF KELOID IN REVERDIN SKIN Grafts. F. LEYH, S. LIMBERGER, and W. NIKo- 
LowskI, Arch. klin. u. exp. Dermat. 209 :269-278, 1959. 


A keloid developed in two males on the site of Reverdin skin grafts. Abundant liberation 
of secretion from the sweat gland coils could explain the sclerosing tendency of the skin 
grafts. A disturbance in the relationship between proteins and acid mucopolysaccharides of 
the interfibrillar ground substance results in sclerosis. 

HOLLANDER, Springfield, Mass. 


LocaAL REACTIONS TO HYALURONIDASE, PREDNISOLONE, AND RESOCHIN IN CuTIS AND SUBCUTIS 
OF THE Rat. G. W. Kortinc, H. Ho_zMANN, and K. KUHN, Arch. klin. u. exp. Dermat. 
209 :279-292, 1959. 

Solutions of chloroquine diphosphate (Resochin), prednisolone, and hyaluronidase were in- 
jected subcutaneously into female rats. Microscopic and electron microscopic examinations 
revealed pronounced reactions in collagenous tissue and adjacent muscle. 

| HOLLANDER, Springfield, Mass. 


ABILITY OF SKIN SURFACE FOR SPLITTING AND FORMATION OF ESTERASES: 2ND Report. G. K. 
STEIGLEDER and K. H. RÖTTCHER, Arch. klin. u. exp. Dermat. 209 :293-312, 1959. 


Various fungi, yeasts, and bacteria of the-skin surface revealed a distinct activity of 
esterases. Various agents inhibited these esterases more or less. The esterases act like liver 
esterases and favor splitting fatty acids with short chains. 

HOLLANDER, Springfield, Mass. 


ABILITY OF SKIN SuRFAGE FOR SPLITTING AND FORMATION OF ESTERASES: 3RD Report. G. K. 
STEIGLEDER, Arch. kfin. u. exp. Dermat. 209 :313-326, 1959. 


A mantle of esterases covers the skin surface. There is a varying degree of reaction 
to the various esterase iin agents in the tested 10 patients with acne vulgaris. Ichthyol 
is a stong inhibitor of esterases. Application of a thick laver of white vaseline to the skin 
results in negative reactiogs for esterases and acid phosphatases. Esterases are very active 
in the transitional layer between horny and nonhorny epidermis. Study of the enzymes of 
the skin surface will possibly explain the tolerance of the skin to various ointment bases. 
HOLLANDER, Springfield, Mass. 
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UNUSUAL HIstoLocic CHANGES IN RETICULOSARCOMATOSES APPEARING AS Mycosis FUNGOIDES 
(Deposit OF BIREFRINGENT Liporps, CHANGE OF INFILTRATE INTO PLASMA CELLS, ARTE- 


RITIS) G. K. STREIGLEDER and H. G. LAUCKNER, Arch. klin. u. exp. Dermat. 209 :327-339, 
1959. 


Three cases with clinical symptoms of mycosis fungoides showed the histologic picture of 
reticulosarcomatosis as described by Gans and Steigleder. The following findings were re- 
markable: change of histiocytic infiltrate into plasma cells and foam cells with deposit of 
birefringent lipoids and severe change of arterial vessels leading to destruction of granulomatous 
tissue. 


HOLLANDER, Springfield, Mass. 


CONTRIBUTIONS TO SyPHILIS SeroLoGY (I, II, I1). G. Fromm and J. Meyer-Roun, Arch. 
klin. u. exp. Dermat. 209 :340-411, 1959. 


Two papers deal with the sensitivity and specificity of the Nelson test in comparison with 
the Pallida reaction and the classic lipoid reactions (original Wassermann, cardiolipin-Was- 
sermann, Meinicke clearing test II, and citochol reaction). Examination of sera of 294 
patients with proved syphilis of various stages and 24 patients with questionable syphilis 
showed that in late stages of syphilis the Nelson test is more sensitive than the other sero- 
logic tests, but in early stages of syphilis it is less sensitive than the other serologic tests. 
Examination of 364 sera (40 of normal persons, 80 of patients with questionable syphilis, 
130 of patients with various dermatoses, 30 of patients with various tumors, and 84 of pa- 
tients under treatment with antibiotics, chemotherapeutics, antihistamines, and hormones) re- 
vealed 276 negative results with all serologic tests; in 88 cases the Nelson test showed 
nonspecific reactivity. The third paper concerns the technical difficulties of the Nelson test and 
the imperfect reproduction of its results. Reproduction of results of Nelson test in 658 sera 
showed 616 constant and 42 (64%) inconstant findings. Various factors as causes of in- 
constant findings are discussed. 

HOLLANDER, Springfield, Mass. 


MEASUREMENT AND IMPORTANCE OF CoNpbucTIVE HEAT INDEX oF SKIN. H. W. HAUPTMANN 

and H.-J. Herre, Arch. klin. u. exp. Dermat. 209 :412-425, 1959, 

In live skin both conductive and convective heat exist and must be considered. Psoriatic 
lesions and normal skin of 10 psoriatics as well as skin of 10 normal persons were examined 
with Hensel’s conductive heat measure. The conductive heat index is higher in males than 
in females and is also higher on the forearm than on the leg. In psoriatic lesions additional, 
short-lived increase of the conductive heat index occurs. Further examinations may allow 
more understanding about the skin structure in pathologic changes and the reaction of blood 
vessels. 

HOLLANDER, Springfield, Mass. 


CoLLAGEN CHANGES IN Mouse Durinc Harr GrowtH Cyce. O. Braun-FAtco and H. 

THEISEN, Arch. klin. u. exp. Dermat. 209 :426-434, 1959, 

The interfibrillar ground substance in albino mice was examined during the hair growth 
cycle. The quantity of Hale-reactive interfibrillar material of the corium is low during the 
resting phase and increases with the beginning of the growing phase. Morphologic changes of 
Hale-reactive material may be connected with a degree change of polymerization. Abundance 
of Hale-reactive substances between fat cells of the subcutaneous fat tissue is conspicious 
during the growing phase of the hair cycle. 

HOLLANDER, Springfield, Mass. 


OCCUPATION AND NeopLtaAsMs. G. A. Cuturco, Arch. med. mutual. 44-372 (April-June) 1959. 

Chiurco, professor of surgery and director of the center for bs study of precancerous 

disorders in Rome, with statistics, drawings, and illustrations, mafiy in color, discusses the 

evolution of human labor from primitive society to the present time, the relation of various 

occupations to development of neoplasms in diverse parts of the body, the medico-legal aspects, 
and the prophylaxis. A good part of the investigation is devoted to cutaneous malignancies. 
RoNcCHESE, Providence, R.I. 
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HicH Leucocytosis (LeEuKAEMOID REACTIONS?) IN DERMATITIS HERPETIFORMIS. Z. EvAN- 
Paz and F. Sacuer, Brit. J. Dermat. 71 :325-334 (Oct.) 1959. 


Repeated blood counts in three cases of severe bullous dermatitis herpetiformis revealed 
high leukocytosis, up to 68,000 cells per cubic millimeter. These were considered leukemoid 
reactions, though one resembled lymphatic leukemia. 

Lazar, Chicago. 


SEzARY’s SYNDROME. R. A. Maın, H. B. GoopaLL, and W. C. Swanson, Brit. J. Dermat. 
71 :335-343 (Oct.) 1959. 


The main clinical features of Sézary’s syndrome are intense pruritus, generalized erythro- 
derma, and superficial adenopathy. The diagnosis is made by demonstrating a dense mononu- 
clear infiltrate m the dermis and the presence in the blood of unusually large monocytoid cells 
(the so-called Sézary cells). Two cases of the syndrome are described, and it is suggested that 
examination of the buffy coat is essential if the earliest possible diagnosis is to be made. The 
origin of the Sézary cell is probably the lymphoreticular tissue of the skin. Others have sug- 
gested that perhaps this syndrome is in fact mycosis fungoides with invasion of the blood. 

Lazar, Chicago. 


SERUM PROTEINS IN SKIN DIsEASE. A. TICKNER, M. G. P. McCase, and P. D. Mier, Brit. J. 
Dermat. 71 :351-359 (Oct.) 1959. 


Reported are the analyses of serum proteins of 27 normal persons and of 277 cases of 
skin disease. All the cases of skin disease showed statistically significant abnormalities in at least 
one protein fraction. Of those surveyed, exfoliative dermatitis had low total protein and low 
albumin; pemphigoid—low total protein, low albumin, relatively raised a-globulins; pemphigus 
vulgaris—low total protein, low albumin, absolutely raised e-globulins, relatively low y-globu- 
lins; systemic lupus erythematous—markedly raised y-globulin, often associated with raised total 
protein. 

Lazar, Chicago. 


CORRESPONDENCE: GRAVEL RaAsH. G. Heap, Brit. M.J. 2:697 (Oct. 10) 1959. 


Removing embedded dirt from “gravel rash” may be made easier by applying topical xylo- 
caine (Lidocaine 4%) for several minutes. The area can then be scrubbed painlessly. 
Lazar, Chicago. 


Two Types oF Lupus ERYTHEMATOSUS CELL Factor, SHOWN BY INDUCED L.E. CELL PHE- 
NOMENA IN MAN. G. Beneze, J. Kovacs, and J. CserHati, Brit. M.J. 2:864 (Oct. 31) 
1959, 


Results of experiments appear to support two types of L.E. plasma factors, one transfer- 
able, and one not. The investigation involved the transfusion of plasma from systemic lupus 
erythematosus donors to patients with neoplastic disease. 

LAZAR, Chicago. 


CORRESPONDENCE. H. Cane, Brit. M.J. 2:887 (Oct. 31) 1959. 


The association of a temporary paralytic ileus and herpes zoster of Tı, Ls, and Le is 
reported. 
Lazar, Chicago. 


DISSEMINATED HERPES SIMPLEX IN THE NEWBORN. T. Brrp and P. S. Garpner, Brit. M.J. 
2: (Nov. 14) 1959. 

Disseminated herpes simplex infection in a full-term three weeks old infant was described. 
No cutaneous lesions were present. The diagnosis was made by culture and autopsy. The 
disease was fulminating, death occurring in a few hours. The source of the infection was not 
determined. 

Lazar, Chicago. 


THE ANTIBIOTICS IN M&ropiotocy. E. P. ABRAHAM, Endeavour, 18:212-220 (Oct.) 1959. 


A fine basic review aDgut antibiotics in microbiology touches on some of the infinite rami- 
fications of cellular metabolism. Understanding the mechanism by which antibiotics work may 
not only lead to more effective products but adds to our knowledge about bacteria and the 
nature of life processes. The areas open to antibiotic attack are cell wall formation, bacteria 
and actinomyces differing from other cells in this regard. For example, bacitracin brings about 
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a rapid accumulation of uridine nucleotides and lysis of growing cells, and it inhibits incorpora- 
tion into cell walls of some amino acids. The chitinous walls of certain fungi appear to be 
damaged selectively by griseofulvin. Chloramphenicol inhibits protein synthesis more readily in 
bacteria than in animal cells. These are just a few of the interesting features in this review 
article, one well worth reading in the original. 

Lazar, Chicago. 


Hepatic PORPHYRIA. S. VENTURA, Minerva med. 50:2381-2402 (July 21) 1959. 


A ten-year investigation on 16 patients suffering from intermittent acute porphyria, porphyria 
cutanea tarda, the symptomatic and the hereditary variety, give the author the opportunity to 
discuss something recent or new in porphyrin pathology, viz., hepatic porphyria. Interesting is the 
illustration showing porphyric liver under the Wood's light. 

RoNCHESE, Providence, R.I. 


198/646 


Books 


Manual of Skin Diseases. By Gordon C. Sauer, M.D. Price, $9.75. Pp. 269, with 179 
illustrations. J. B. Lippincott Company, E. Washington Sq., Philadelphia 5, 1959, 


This text is named “Manual of Skin Diseases” and prides itself on being concise and 
short. The preface of the acknowledgments are longer and more explanatory than those 
accompanying most large textbooks; therefore, the author must make up for the shortness 
of his book by the length of his explanations. In view of the recent publicity concerning drug 
houses one is dumfounded to know why an author would turn to drug houses for illustrations. 
Certainly there are many, many fine collections in the hands of confreres. Furthermore, the 
illustrations in part are very poor, and the color is far from true. The black and white 
illustrations are excellent, and the sketches evidently in a schematic way wish to emphasize 
topography. 

In going through the book one finds various statements with which one might take excep- 
tion but, all in all, the purpose is more of a conversational type of imparting knowledge. 
Therefore, one must know that certain facts could be omitted because of the brevity. 

One also asks oneself why is such a textbook written? In spite of the explanation I 
should think that it would be very difficult for a general practitioner to find much help in 
trying to make a diagnosis by way of the book. As far as students are concerned, they might 
better spend their time with one of the standard books. If a student were inclined to get 
further knowledge, there is no bibliography attached to this book. If the book has given the 
author pleasure in writing it, and if he thinks it fills a place for his students, then probably 
its use will be by his own students. 


La Venereologia del Tombolo (Tombolo’s Venereology). Foreword by M. Comél and 
introduction entitled “Venus Tombolina” by E. Leban (in Italian). By T. Mazzacurati. 
Price, lire 2000. Pp. 166. Edizioni Omnia Medica, Pisa, Italy, 1959, 


One would prefer to believe that this sad story is fictional. Tombolo is an area in a pine 
forest on the outskirts of the city of the leaning tower. It would never have made history 
if one more war had not struck the Italian peninsula, followed by the horsemen of the Apoca- 
lypse. 

The abundant money and food of the allied armies naturally appealed to a starving popu- 
lation. Female flesh, a well-known asset at any time, increases in value by leaps and bounds 
in time of famine and destitution. No moral law, no punishment has ever stopped or will stop 
a human being from preferring dishonor to starvation. An army of women ranging in age 
from childhood to advanced maturity from all social levels and of many nationalities, with the 
usual company of pimps and racketeers, followed the troops. Concentrated on the outskirts of 
Pisa places of amusement of various kinds were established, regarded as indispensable for 
keeping the fighter happy. Many of these women had with them a mother, or a husband, or 
cousins, who acted as managers and collected the profits, 

The exploits of Venus Tombolina received great publicity in the yellow press of the time. 

A peculiarity of the so-called phenomenon of Tombolo was the part played by Negro 
soldiers, as well supplied with currency and food as other soldiers, who took advantage of 
the unusual opportunity to feast on white flesh. The dejected women appreciated their kind- 
ness, which often contrasted with the rapicity of some white profiteers. Besides the gifts and 
kindnesses, these less fortunate members of society often exchanged compassion and affection. 

The venereologic dispensary of the Dermatologic Clinic of the University of Pisa examined 
from 50 to 140 women a day, from 70 to 80 per cent of whom were found venereally diseased. 
After the discovery of 40 primary chancres in 1945, 152 were found in 1947, and 158 in 1948. 
Similar increases were noted in secondary manifestations. In the years 1946 and 1947, a teacher 
at the University of Pisafhad no difficulty in demonstrating clinical syphilis. Gradually, the 
primaries returned to six fm 1950, and demonstration in class was resumed with slides. 

Interesting data are gyen on the diffusion of latent and prenatal syphilis, as well as of 
syphilis stemming from uknown sources. Many were the multiple, polymorphous, and extra- 
genital chancres, and many he manifestations of early tertiarism and of prenatal syphilis. 

The gravity of the manffestations is attributed to the many new strains of spirochetes 
brought in by the various races, éhe rapidity of the infections, the carelessness of the patients, 
the inadequacy (under the circumstances) of the therapy, and the economic situation. Many 
interesting cases are described in detail. 
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The author is to be congratulated for his excellent work on this important investigation 
and for allowing it to cool off for 10 years before publication. 


Soil, Grass and Cancer: Health of Animals and Men is Linked to the Mineral Balance of 
the Soil. Andre Voisin, translated by C. T. M. Heriot and Dr. Henry Kennedy. 
Price, $16. Pp. 302. Philosophical Library, Inc., 15 E. 40th St., New York 16, 1959. 


The book attempts to connect many diseases of man, including cancer, with abnormalities 
or differences in the chemical composition of the soil in which plants are grown and animals 
feed. The reviewer is not prepared to criticize the agricultural aspects, but the medical aspects 
are far-fetched and show an obvious attempt to extract bits and pieces of information here and 
there to be fitted into a grand scheme to explain all of man’s ills. 


The Human Integument, Normal and Abnormal. Edited by Stephen Rothman, M.D., 
Professor of Dermatology and Syphilology, University of Chicago. Price, $5.75. Pp. 260, 
with 59 illustrations. American Association for the Advancement of Science, 1515 Massa- 
chusetts Ave., NW, Washington 5, D.C., 1959. 


The American Association for the Advancement of Science sponsored a symposium on the 
Human Integument in December, 1957. From his unique background as author of the classic 
work on biochemistry and physiology of the skin, Rothman, the editor of the present volume, 
perceptively selected a group of outstanding participants. The collected papers comprise a 
lucid, informative and valuable monograph. As the editor notes, it is not sufficient that re- 
search be successful; the news of this success must be disseminated. Most, but not all, of 
the authors are dermatologists actively engaged in basic laboratory research. With one foot 
in the laboratory and the other in the clinic the authors present their studies so as to provide 
new and refreshing insights into the altered physiology of diseases of the skin. There is much 
that is basic and much that is clinical. The success of the correlation between the two could 
well serve as a model for future efforts. 


The volume is divided into the following four sections: the integument as an organ of pro- 
tection; circulation and vascular reaction; sebaceous gland secretion; and pathogenetic factors 
in premalignant conditions and malignancies of the skin. It is impossible to review each chapter 
except to extol their uniform excellence and their outstanding value to all who would deal with 
the human integument. 


Précis de Dermatologie. By B. Duperrat. Price, 19,200 fr. Pp. 1,106, with 565 illustra- 
tions. Masson & Cie, 120 boulevard St. Germain, Paris VIe, France, 1959. 


This compact volume from the Hospital St. Louis, excellently printed and illustrated, is 
divided into two parts. The first entitled “Dermatoses from Their Appearance” comprises 20 
chapters: Generalities, Erythemas, Squamous Erythemas, Pruritus, Eczema, Acquired Erythro- 
derma of Adulthood, The Capillaries, Papules, Bullae, Pustules, Keratoses, Vegetant Derma- 
toses, Nodules, Ulcerations, Gangrene, Circulatory Disorders, Pigmentary Disorders, Atrophies 
and Cicatrices, Scleroses, Fat Tissue Disorders. The second part, entitled “Dermatoses from 
Their Cause,” is divided into 29 chapters: Dermatoses from Physical Agents, Foreign Bodies, 
Drugs, Occupational, From Animal Contact, From Insects, From Cocci, The Tuberculoses, The 
Specific Infections, The Viruses, The Superficial Mycoses, The Deep Mycoses, The Congenital 
Malformations, The Angiomas, The Benign Tumors, The Malignant Tumors, The Melanomas, 
The Hematodermatoses, The Dermatoses from General Causes (pregnancy, age, diabetes, etc.), 
The Metabolic Dermatoses, The Avitaminoses, The Dermatoses of the Newborn, The Sebaceous 
Function, The Sweating Function, The Hair, The Nail, Topographic Dermatology, Syphilis, 
Venereology. 


The 50th chapter is devoted to a concise formulary, 


The clarity of the print, the quality of the illustrations, the aksence of the usual list of 
synonyms and heavy bibliography (the references in the text are alindant and international), 
the paucity of the eponyms, the use of a few lines for the dermat#logic curiosities, the dis- 
cussion of the main topics, brief and to the point, make the tre 
scholarly and a practical one. : 







ise at the same time a 
It is gratifying to see certain names dropped, such as Berlogq’s 
will follow, as, for instance, vegetations vénériennes. m 


rmatitis. Let us hope others 


Professor Duperrat is to be congratulated for a well-organized comprehensive work, which 
does honor to French dermatology. The volume, also, is a tribute to the publisher’s art. 
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Symposium on Griseofulvin 


Introduction 


Dermatologists have long noted the need for a systemically administered drug 
designed to combat superficial infections of the skin due to fungi. Griseofulvin is 
the first such agent; its development appears to be assuming proportions of an 
historic nature. 


In October, 1959, the Department of Dermatology of the University of Miami 
School of Medicine, through a grant from McNeil Laboratories, Inc., subsidiary 
of Johnson & Johnson, conducted a symposium on griseofulvin which was inter- 
national in scope. Investigators from eleven countries reported on their experi- 
ences with the drug. Because of the widespread interest in the subject, this issue 
of the Arcittves is devoted entirely to the proceedings of that symposium. 

Dr. Harvey BLANK 

University of Miami School of Medicine 
Jackson Memorial Hospital 

Miami (36) Fla. 
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Mycological Aspects of Action of Griseofulvin Against 


Dermatophytes 


R. S. C. AYTOUN; A. H. CAMPBELL; E. J. NAPIER, and D. A. L. SEILER, Stoke Poges, England 


Introduction 


The discovery of griseofulvin, the first 
systemic substance active against the septate 
fungi causing dermatophytic conditions in 
man and animals, raises the question wheth- 
er resistant forms of these fungi will appear 
as a result of its continued chemotherapeutic 
use. 

It is of prime interest to have some guid- 
ance on how readily, if at all, dermatophytes 
can develop tolerance to griseofulvin under 
natural conditions. While this answer must 
ultimately be derived from clinical experi- 
ence, it seemed important to learn as much 

Submitted for publication Jan. 18, 1960. 

Glaxo Laboratories Ltd., Stoke Poges, Bucks, 
England. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 


as possible about the development of resist- 
ance in vitro. 


While the majority of this work was car- 
ried out using Microsporum canis, Trich- 
ophyton rubrum strains were also examined. 


Material and Methods 


Six strains of Microsporum canis and three of 
Trichophyton rubrum were obtained from various 
sources. Details of their nomenclature and char- 
acteristics are given in Table 1. 


These strains were maintained on a Sabouraud- 
Malt agar medium having the following compo- 
sition: maltose 40 gm., Evans peptone 10 gm., 
Oxoid Malt extract 24 gm., agar 25 gm., dis- 
tilled water 1 liter, pH 7.0, autoclaved at 15 1b. 
per square inch for 20 minutes. The agar was 
omitted when a liquid broth was used. When 
griseofulvin was incorporated in this medium, the 
required qnantity of a concentrated solution in 
acetone was added. 


Both selection and mutation were used in the 
attempt to isolate strains resistant to griseofulvin, 
and the techniques employed are described below. 


TABLE 1.—Summary of Data 


Minimum 
Type of Type of Inhibitory 
Species & Isolated Spores Growth on Concentration 
Designat. Source From: Produced Agar t on Gris-Agar t Remarks 
M. Canis A London School of Hygiene ? Micro- A 4ug/ml. Weak pathogen in guinea 
& Tropical Medicine pigs 
D. 267 

M. Canis B Gentles * GP. 14 Guinea pig Micro- A 4 ug/ml. 

M. Canis C Gentles “Ackland” Human None F 4ug/ml. Very pathogenic in guinea 
pigs 

M. Canis D Gentles M.C. 18 Human Macro- F 4ug/ml. 

M. Canis E Gentles M.C. 11 Human Macro- F 4 ug/ml. 

M. Canis K Evelina Hospital, London, Human Macro- F ug/ml. 

764 E. & Micro- 

T. Rubrum F Gentles G 16 Human None A (slow) ug/ml. Sent to Dr. Gentles from 
Canada as a possible re- 
sistant strain 

T. Rubrum G Gentles Human Micro A 2ug/ml. 

T. Rubrum H Gentles T.R. 7 Human Micro A lug/ml. 

e 


* Dr. J. C. Gentles, Anderson College, 56 Dumbarton Rd., Glasgow. 


the agar, little aerial mycelium. 
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t A indicates abundant aerial mycelium; F, growing flat on 


t For definition of minimum inhibitory concentration see text. 


MYCOLOGICAL ASPECTS 


Selection Methods—The methods used were de- 
signed to provide in vitro environments in which 
selection pressure would favor any variants having 
an increased tolerance to griseofulvin. 


(a) Layer Plate Method: A thin layer of the 
agar medium (5 ml.) seeded with spores and/or 
mycelial fragments was poured into a 9 cm. Petri 
dish and allowed to set. When solidified a thicker 
layer (10 ml.) of unseeded agar medium contain- 
ing a known concentration of griseofulvin was 
poured on top of the first layer. The plates made 
in this way were incubated at 27 C until a few 
mycelial colonies began to appear on the surface. 
It was assumed that the first few colonies which 
were able to grow through the griseofulvin- 
containing layer would be liable to include any 
resistant variants that were present. 


(b) Giant Colony Method: Small masses of 
spores and mycelium were inoculated at points 
in the center of 9 cm. Petri dishes containing 
the agar medium plus griseofulvin. These dishes 
were incubated at 27 C until the colonies had 
grown to cover about two-thirds of the agar sur- 
face. As the colony increased in size, any re- 
sistant variants should become visible as faster 
growing sectors, and could be isolated at the 
periphery. This method was found to be less 
efficient than the layer-plate method, owing to 
the capacity of the growing mycelium for de- 
stroying the giseofulvin in the medium (discussed 
later), but it did provide the means of selecting 
one of the resistant strains. 


(c) Adaptation: The subjection of growing cul- 
tures of micro-organisms to increasing concentra- 
tions of toxic substances has been used by many 
workers to produce resistant strains. In view 
of the destruction of griseofulvin by dermatophyte 
mycelium the method had to be modified. Point 
inoculations of the requisite dermatophyte cul- 
tures made on slopes of agar medium containing 
0.2ug/ml. griseofulvin were incubated at room 
temperature (20 C) for a week. By the end of 
this period when the colonies had reached an ap- 
preciable size some destruction of griseofulvin 
present would presumably have occurred. At this 
stage all the aerial mycelium of the colony, 
which had not been in contact with the griseo- 
fulvin, was scraped off and a piece of agar con- 
taining embedded hyphae was transferred to a 
second slope containing 0.4ug/ml. of griseofulvin. 
This process was repeated fevery seven days 
through 0.6ug/ml., 0.8ug/ml., fand 1.0ug/ml. The 
process was continued, doubling the griseofulvin 
concentration in the medium each transfer, the 
cultures being allowed to gro\ for 14 days. 


Mutation Methods—Mutants Were obtained by 
ultraviolet irradiation, generally recognized as be- 
ing an efficient mutagenic agent, and by Sulfur”, 
an isotope shown by Hungate and Mannell‘ to be 









Aytoun et al. 


a powerful mutagenic agent for Neurospora crassa 


and by Aytoun?’ for Penicillium chrysogenum and 
P. patulum. 


Ultraviolet irradiation of dermatophyte spore 
suspensions was carried out in a 9 cm. Petri dish 
placed 30.5 cm. below a Hanovia model XI, 
filter-jacketed tube giving 90% of its energy 
(1,700 ergs per square centimeter) at a wavelength 
of 2,537 A. The irradiation time, 40 seconds, 
gave a 90%-95% kill. 

Mutation using S* was carried out by growing 
the organism on a sulfur-deficient “minimal” me- 
dium incorporating the isotope in the form of 
Na2S*O, closely following the method used by 
Hungate and Mannell.* 


After mutagenic treatment the viable spores were 
subjected to one or more of the selection treatments 
mentioned above in order to identify any mutants 
showing increased resistance. 


Results 


It was decided before starting this work 
that the minimum inhibitory concentration 
(m.1.c.) of griseofulvin in agar medium 
for each strain should be established so that 
resistant strains could be recognized if they 
appeared, During this work on the m.i.c. it 
became evident that a great many factors 
influence the figure obtained. 


The m.i.c. may be found by growing the 
test organism, either submerged in (Roth 
et al.°) or on the surface of a solid medium, 
in the presence of griseofulvin. Both these 
methods, however, present problems which, 
together with other factors affecting the de- 
termination of the m.i.c., are discussed 
below. 


Growth Habit of Dermatophytes in the 
Presence of Griseofulvin—As mentioned 
by Brian and Aytoun? the antibiotic is 
not translocated within the hyphae, as aerial 
hyphae of cultures growing on the surface 
of a griseofulvin-containing medium are not 
affected by the antibiotic. This results in a 
type of growth analogous to the stolon in 
higher plants. It is caused by normal aerial 
hyphae growing or falling forward on to 
the medium. At this new point of contact 
growth of the hypha is stopped by the anti- 
biotic and several branches arise through 
its stimulation. Some of these, growing 
down into the medium, are short and stunted 
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Fig. 1.— Photomicro- 
graphs taken near the 
edge of colonies of M. 
canis growing on griseo- 
fulvin-containing medium. 
The focal plane of the 
microscope is coincident 
with the surface of the 
medium. 


a, M. canis Strain A 
growing on agar con- 
taining lug/ml., showing 
the stolon-type growth. 
Aerial hyphae can be seen 
out of focus above the 
medium, 


b, M. canis Strain A3 
(resistant) on agar con- 
taining 4yg/ml. Note 
the more normal hyphal 
fringe typical of a colony 
edge and greatly reduced 
stolon-type growth. Re- 
duced 49% from mag. 
xX 120. 


and apparently perform as ‘roots,’ because 
from this contact point on the medium 
many normal aerial hyphae arise which re- 
peat the process and continue the spread 
of the colony (Fig. 1A). The ‘stolon-type’ 
growth can simulate a normal growing 
colony on agar containing comparatively high 
concentrations of griseofulvin, whereas in 
fact a very small proportion of the colony, 
estimated at 1% or less, is being affected 
by the antibiotic. Strains of M. canis differ 
in the degree to which this stolon-type 
growth is found, and it is rarely seen in 
the case of T. rubrum. 

This problem could be overcome by grow- 
ing the culture submerged in a liquid medi- 
um as was done by Roth et al.® using 
mycelial pellets, but in view of the griseo- 
fulvin-destroying capacity of the mycelium 
this method also has difficulties. 

Destruction of Griseofulvin by Dermato- 
phyte Mycelium.—Mycelium of M. canis 
and T. rubrum was found to be capable of 
destroying griseofulvin relatively quickly. 
Experiments with Cl®*-labelled griseofulvin 
show that this phenomenon is not due to 
griseofulvin being removed from the solu- 
tion by adsorption on the mycelium. De- 
struction of griseofulvin in agar medium 
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can also be effected by mycelium growing 
on the agar. While this phenomenon is com- 
mon to all the strains of M. canis tested, 
the capacity for destruction shown by in- 
dividual strains differs. 

This ability to destroy griseofulvin great- 
ly affects the experimental conditions that 
can be used to determine the m.i.c. The 
duration of such experiments (the time the 
mycelium is left in contact with griseoful- 
vin) and the quantity of inoculum used 
(the amount of mycelium exposed to griseo- 
fulvin) have to be carefully standardized 
if results of any value are to be obtained. 


Temperature.—In vitro, the optimum tem- 
perature for the dermatophyte strains 
tested lies in the range 26-28 C. By raising 
the incubation temperature to 37 C the fig- 
ure obtained for the m.i.c. of griseofulvin 
for M. canis falls by a factor of 8 (Fig. 2). 
For this reason a temperature of 27 C has 
been used in all experiments for deter- 
mining m.i.c. valuks. 


Medium.—Roth} et al. mention that the 
medium, especialy the carbohydrate con- 
tent, has a consfderable bearing on the fig- 
ure obtained, for the m.i.c. This factor has 
been obviated in these experiments by using 
the same medium throughout. 
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Fig. 2.—Sets of slope-cultures of M. canis Strain B (G.P. 14) growing on various concen- 
trations of griseofulvin-containing medium (as indicated). Each set was incubated for seven 


days at the temperature indicated. 
varies with temperature. 

Determination of Minimum Inhibitory 
Concentration (m.i.c.) 


In view of the various factors mentioned 
above, it was decided to define the m.i.c. as 
follows: Usmg a series of doubling concen- 
tration experiments, the m.i.c. is the lowest 
concentration of griseofulvin, in micro- 
grams per milliliter, contaiged in the above 
agar medium, that will sey hp growth visible 
to the 
inoculated by 
0.025 


suspension standardized to give approxi- 


surface, 
(0.02- 


mycelial 


naked eye on the 


agar 







streaking acl Opful 


ml.) of a spore atd/or 


mately 10° viable units per milliliter, 


inoculated at 27 C for seven days. The 


Aytoun et al 


This illustrates how the minimum inhibitory concentration 


standardization of the inoculum requires 


further explanation. An organism such as 
M. canis produces two types of conidia, 
separately or in the same culture, according 
to strain, and the percentage viability of 
the two types differs considerably. In con- 
sequence an adjustment is usually necessary 
to bring the number of viable units per 
volume of suspension to approximately the 
same density if the inocula are to be com- 
parable. In these experiments the suspen- 
sions were adjusted to contain 10° viable 
units per milliliter after filtering through 
this reproducible results 


muslin. In way 


have been obtained. 
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Fig. 3—Two series of Petri dishes, with concentrations of griseofulvin-containing medium 
indicated, inoculated respectively with M. canis Strain A and with the resistant Strain A3 
derived from it. Three streaks were inoculated in each dish representing inoculum densities of, 
from left to right, 10°, 10*, 10° viable units per milliliter. After incubation for seven days at 


27 C 


, the increased resistance of Strain A3 and the effect of inoculum density on the minimum 


inhibitory concentration are shown. N.B.: This photograph does not give a true value for the 


mic of Strain A. 


The figures for the m.i.c. determined by 
this method for the strains used are given 
in Table 1, Column 6. 


The Isolation of Resistant Strains 


The selection methods, mentioned above, 
particularly the giant colony method pro- 
duced at first a number of sectors showing 
faster growth on low levels of griseofulvin 
(0.2ug¢/ml.-0.5ug/ml.). These were isolated 
and examined for resistance, but were found 
to be faster growing isolates. In fact, the 
increase in speed of growth on ordinary 
media (10%-12%) still maintained 
when the inhibitory effect of griseofulvin 


Was 


was introduced. 

Six strains of M. canis showing increased 
resistance to griseofulvin have been isolated 
during the course of this work (Table 2). 
The first strain, A3, was isolated from a 
giant-colony sector inoculated with Strain 
A that showed greatly increased growth 
rate on griseofulvin-containing agar. On 
testing, m.i.c. proved to be 8ug/ml. show- 
ing a significant increase in resistance ( Fig. 
3). Microscopic examination of the type of 
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growth showed that at 4ug/ml. the stolon- 
type growth habit was considerably less 
than that shown by the parent strain grow- 
ing on agar containing lug/ml. (Fig. 1). 
Morphologically the resistant variant A3 
and the other strains showing a like increase 
in resistance were rather similar, producing 
less aerial mycelium and growing closer to 
the surface even on the normal griseofulvin- 
free medium. 

The Strain D1 was isolated by the layer 
plate method after ultraviolet irradiation of 
a spore suspension of Strain D. On testing, 
the m.i.c. was found to be 32ug/ml., a fig- 
ure eight times greater than that of the 
parent (Fig. 4). Microscopic examination 
of this strain showed that ‘curling’ was first 
visible at a griseofulvin concentration of 
0.25ug/ml., whereas this phenomenon was 
visible in the parent at 0.06ug/ml. The 
degree of stolo-type growth at l6yug/ml. 
was less than tHat shown by the parent on 
lug/ml. grisedqtulvin agar. The general ap- 
pearance of the resistant Strain D1 shows 
somewhat less aerial mycelium than the 
parent on normal agar, but the two strains 
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Fig. 4—A series of Petri dishes containing increasing concentrations of griseofulvin in- 


oculated with the parent Strain D (left) and the resistant Strain D1 (right). 


After seven 


days at 27 C a small amount of growth is visible at the top of the D1 streak in the l6yg/ml. 
dish showing the m.i.c. of D1 to be 32. The mic. of the parent is shown as 4. 


are otherwise similar. Further selection, in- 
volving the isolation of a morphological 
variant present in D1, produced Strain D4. 
The m.i.c. of Strain D4 was 64ug/ml. 

No resistant been found 


strains have 


after S5 treatment. Of the three T. rubrum 
strains received from Dr. Gentles, one (F) 
was found to be definitely more resistant 
to griseofulvin than the other two (Table 1). 


Adaptation Techniques 
After a 10-week program carried out as 


above in which the final concentration of 


TABLE 2.—Reststant Strains of M. Canis Isolated 


M.1.C. of 

Parent Resistant M.I.C. of kesist. Method of 

Strain Strain Parent ptrain Isolation 
A A3 $ 5 Selection 
3 B7 8 Selection 
B B10 { \ Mutation 
D D1 i 32 Mutation 
D1 D4 32 64 ° Selection 
E El { 8 Mutation 


Aytoun et al. 


m 


griseofulvin used was 4ug/ml., the m.1.c. of 

all strains was compared. 
In three (A, B, and D) 

M. canis strains a definite increase in the 


out of the six 


m.i.c. was observed, namely from 4yg/ml. 
to 8ug/ml. The other strains (C, E, and K) 
showed no change. The same trend was ob- 
served in two out of the three T. rubrum 
strains tested; the m.i.c. for Strain G being 


2ug ‘ml. to 


increased from 4ug/ml. and 
for Strain H from lyug/ml. to 2ug/ml. No 
change was seen in the already more resist- 
(F). 


In spite of the method used, it is impos- 


ant strain 


sible to say whether this rise in the m.t.c. 
of these strains is due to an adaptive mech- 
anism in the fungus or to the selection of 
inherent variants present in the strains. 
Griseofulvin-Destroying Potential of 
Resistant Strains 
Attempts have been made to compare the 
speed of griseofulvin destruction of resist- 
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Comment 
w Three facts of interest have emerged 
~ from this work. First, M. canis and T. 
= rubrum possess, in their ability to destroy 
©- griseofulvin, a potential mechanism for at- 
x a taining resistance. Second, resistant strains 


= of both these species can and do occur, al- 


though the degree of resistance so far en- 
= countered is of a different order to that met 
-~ with in the resistance shown by bacteria to 
= certain antibiotics. There seems to be no 
reason why other dermatophyte species 
=~ should not also have this ability to become 
resistant. Third, the experimental condi- 
= tions used to establish m.i.c. levels must be 
carefully standardized if the figures ob- 
tained for different strains are to have any 
value for comparison. 
-= Finally, it must be stressed that before 
= any conclusions are reached that failure to 





ere Y 
Les 
a = rE 


o ant and parent: strains. Tedas so ‘fare ob- peal ts to guna ana is « 





the development _ of resistance, the s 





before treatment should be compare ae 
the m.i.c. after treatment under st ie hee 
comparable conditions. ae: Soe 


The authors wish to express their thanks to pe 
J. C. Gentles for providing cultures of M. canis 
and T. rubrum. 
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B c ' hemical Studies on the Metabolism of 
Griseofulvin 


DR. EARL G. Mc NALL, Los Angeles 


Introduction 


Since the discovery of and the subsequent 
use of griseofulvin in the systemic treatment 
of dermatophyte infection, many observa- 
tions have been made concerning this 
antibiotic’s effect on both the host and the 
infectious organism. It seems clear that 
orally administered griseofulvin inhibits the 
growth of dematophytes in vivo without 
inducing significant adverse effects an either 
man or experimental animals.”® When this 
antifungal antibiotic is injected intravenous- 
ly in rats at approximately ten times (100- 
200 mg/kg.) the oral therapeutic dosage, 
arrest of mitosis is observed in metaphase." 
In this respect griseofulvin resembles 
colchicine. Similar effects by griseofulvin 
have been reported in plant cells.7 

This paper presents data on the blood and 

-serum levels of mice following a single oral 
dose of griseofulvin, chromatographic and 
spectrophotometric assay techniques for this 
antibiotic, and the partial reversal of griseo- 
fulvin activity by purines, pyrimidines, and 
their nucleotides. 


Methods 


Assays Utilizing Tritium-Labeled Griseofulvin.— 
One and one-half grams of griseofulvin was ex- 
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posed to an atmosphere of three curies of tritium 
gas at 25 C and 0.39 atmospheres pressure for two 


weeks. The final activity of the randomly labeled 


compound after recrystallization was 0.19 mc/mg. 


No decrease of specific activity was observed fol- 


lowing several recrystallizations of the tritiated 


antibiotic. The final product was chromatographi- 
Swiss-Webster mice weighing _ 


cally homogenous. 
between 25 and 30 gm. were given a single oral 
dose of tritiated griseofulvin equivalent to 15, 70, 
and 350 mg/kg., utilizing a syringe and plastic 
tubing. The animals were observed for a period 
of approximately 15 minutes to detect regurgitation. 
Whole blood (30ul.) was withdrawn from the tail 
and pipetted into 0.5 ml. distilled water at 0, 1, 3, 
6, 8, and 24 hours. 
hemolyze for 30 minutes, after which it was ex- 
tracted with 1.0 ml. toluene by shaking intermittently 
for 10 minutes. Cardiac blood was taken at the 
same time intervals and allowed to clot for two 
hours at room temperature, and-0.1 ml. of the clear 
unhemolyzed sera was treated in the same manner. 
Then 0.5 ml. aliquots of toluene were removed from 
each sample and added to 4.5 ml. of the scintilla- 
tion solution. The scintillation solution was 
composed of diphenyloxazole (PPO), 3 gm. 
per liter and 1,4-di[2-(5-phenyloxazolyl)] benzene 
(POPOP), 20 mg. per liter in reagent-grade 
toluene. Counting periods were sufficiently long 
to insure good statistics, i.e. deviations of +2% 
with 95% confidence limits. These colorless non- 
quenching tritium-containing samples were counted 
at —20 C in a liquid scintillation counter. The 
counting efficiency was established using standard- 
ized tritium-labeled griseofulvin and was repro- 
duceably between 15% and 20% efficiency. A 
known quantity of randomly labeled griseofulvin 
was added to the hemolyzed blood as an internal 
standard to measure the effectiveness of the extrac- 
tion procedure. Griseofulvin could be recovered 
nearly quantitatively under these conditions. 
Chromatographic studies were conducted at room 
temperature, utilizing reverse phase systems with 
several solvent systems on Schleicher and Schuell 


filter paper, Grade 470. The stationary phase con- — 


sisted of one of several nonpolar solvents. The 
paper was pretreated with this solvent, spotted and 
developed, and the solvent front was marked. The 
presence of griseofulvin was ascertained by means 
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Figure 1 

of fluorescence. The fluorescent band was cut out 
prior to drying when subsequent spectrophotometric 
assays were performed. 
All cultures, unless otherwise stated, were grown 
under aerobic conditions in brain heart infusion 
broth in 10 ml. final volumes. Inoculum consisted 
= of 0.5 ml. of a finely ground suspension of 20% M 
; E canis. 


Experimental Results 


The assay of blood and serum griseofulvin 
using the randomly labeled antibiotic is 
sensitive and precise. Following a single 
oral administration of the drug in mice the 
=~ levels of this antibiotic are extremely low 
_ during the first 2 to 3 hours and reach a 
- maximum during the 6-8 hour period and 
decrease at 24 hours to an extent dependent 
= upon the quality of the initial dose (Fig. 1). 
TABLE 1.—Chromatography of Griseofulvin 








Solvent System Stationary Phase Ry 
=  H0-saturated butanol- 
NA. NH.OH 20:1 Chloroform 0.40 
= Butanol-saturated H :0 Ethyl acetate 0.22 
- Butanol ethanol H :0 5:1:4 Ethyl acetate 0.37 
= Butanol-saturated H:0 Methyl etħyl ketone 0.24 
















TABLE 2 —The FY Pecirophotometric As. ne ae 
Grise ollowing C. hromatographi ic EN ta 
Bk ae 






Source of Sample 


2.0 1.95 
Normal human sera 5.0 4.80 

0 0 
Normal human urine 2.0 2.0 

5.0 4.97 





The optical density of griseofulvin in chloroform was meas- 
ured at 289 ml. Following elution, concentrations of griseofulvin — k- 
were determined by comparison with a standard curve relating | = | 
density to concentrations. x 
Although tritiated griseofulvin levels in _ 
blood were approximately twice the concen- 
tration in serum, the time course of disap- 
pearance of griseofulvin was similar. 
Increasing the quantity of the oral dose 
did not induce proportional increases in 
concentration in either the blood or serum _ 
during the six to eight-hour period. 























Griseofulvin may be chromatographed in i 
a variety of solvent systems. Because of i 42 


atraaisls polar solvents, bs 
chromatography has proven to bet more use- 
ful (Table 1). Following chromatography, J 
griseofulvin on the chromatogram can be 
visualized on the paper by means of its ultra- 
violet fluorescence. The limit of visual — 3 
detection is approximately Sug. to 10ug. per — 
square centimeter. Griseofulvin was quanti- A 
tatively eluded and determined by measuring 
its absorbency at 289 my in chloroform or 
other nonpolar solvents (Table 2). | 


TABLE 3.—Reversal of Growth Inhibition of  — 
M. Canis by Purines and Pyrimidines yi 








% of 
Compound Control 
Control 100 
Griseofulvin alone 20 
Adenylic Acid 45 
Guanylie Acid 55 
Cytidylic Acid 30 
Thymine 30 
Uracil 35 
All i above 85 





With the exception of the control, all flasks contain 0.5ug/ml. — 
of griseofulvin. The dry mycelial weight of the control culture — 
was 432 mg. All purine and pyrimidines were at concentrations | 4 
of 5ug/ml. 
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ae following iy mros: TREO of the drug 
for the most part chemically unchanged, 


“as far as could be detected utilizing 


chromatographic and biological assay. A 
second spot on the chromatogram has been 


found which represents approximately 10% 


to 30% of total griseofulvin which absorbs 
at 289 mu and which does not inhibit the 
growth of griseofulvin-sensitive organisms; 
however, the identity of this radioactive 
compound derived from griseofulvin has not 
yet been established.? Inhibition of growth 
of M. canis by griseofulvin was partially 
reversed by purines and purine derivatives 
to varying extents (Table 3). 


Comment 


= The relatively low absorption of orally 


administered griseofulvin may be due to a 


major extent to its very low solubility in 


aqueous solution. The maximum serum 


- levels of the drug did not range as high 


as when the same quantity was injected 
_ intraperitoneally.® 
_man following a single oral dose of 1.0 gm. 
have produced levels similar to those ob- 


Griseofulvin levels in 


served in mice in this study. The serum 
levels of this antibiotic in man as measured 


by the biological assay show considerable 


individual variation, whereas in the mice the 


levels were consistent and reproduceable. 
_ The concentration of griseofulvin in blood 
was consistently two to three times that of 


serum. It is well known that the red cells 
contain a high concentration of lipid and the 
extreme lipid solubility of griseofulvin may 
be responsible for this effect. 


One of the limitations of the direct 
spectrophotometric assay of griseofulvin is 
the variable presence of interfering com- 
pounds which absorb in the same region as 
the absorption maximum of griseofulvin. 
Among the compounds which interfere in 
this manner are para-aming-benzoic acid, 
a- and £-tocopherols, and cis peaks of some 
of the naturally occurring carotenoids. 


Chromatography of the chloroform extract 
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spectrophotometric measurement of the 


eluded griseofulvin allows for more precise Ta 


measurment of this compound. 


When rats are injected with griseofulvin E 
by the intravenous route at approximately 3 F 


10 to 20 times the usual oral hor i 
dose (100-200 mg/kg.) arrest of mitosis is_ 


observed in metaphase.” Mammalian tissues _ y ‘es 
most strongly affected in the rat are bone a 
marrow, mucosal epithelial cells, seminifer- a 


ous tubules, and proliferating transplanted — 
tumors. The mitotic indices and nucleic 


acid turnover of these tissues are among 
The 23a 


the highest in the mammalian body. 
partial reversal 


rimidines, and their corresponding nucleo- 
tides strongly supports the view that 


griseofulvin inhibits nucleic acid synthesis. — 


Colchicine likewise induces arrest of plant 
and mammalian cells at metaphase; however, 
colchicine does not inhibit the growth of © 
dermatophytes, even at concentration of 


200ug/ml.8 Griseofulvin does not produce 


the severe toxic manifestations in rats that 
may be observed with colchicine at levels 
which produce the same extent of inhibition 
of mitosis.” There are several reports in 
the literature that support the view that 
colchicine inhibits mitosis by interfering with 


spindle formation.1° The result is decrease 


of spindle fibril orientation which may be- 


come a gel-like mass. Polyploid cells result — 3 


particularly when duplication of chromo- 
somes occurs, but since the latter are unable ~ 


to migrate towak the poles of the spindle 


in metaphase the chromosomes distribute 


of biological fluids followed aed A 


Far 
JSF O 


of griseofulvin-induced 
growth inhibition in fungi by purines, py- 
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themselves in a disorganized manner in e 


cytoplasm. When the nuclear membrane is- 
formed the resultant cell is polyploid. 1%1 


Thus it can be said that although the net a 


result of griseofulvin and colchicine on 
mitosis is the arrest of cellular division at 


metaphase, there is no evidence that this isi 2s 
achieved in the case of griseofulvin by the — x 
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same mechanism as with colchicine. Colchi- 


cine is a compound unrelated structurally to 


griseofulvin (Fig. 2). The intramolecular u 
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_ distances between the methoxyl oxygens on 
= the benzenoid ring and the ketone on the 


= Spirane ring of griseofulvin are very similar 


to.the distances in purine ribosides from 


S nitrogen or oxygen substituents depicted as 


R 1 and R 2 and the terminal primary 


= alcohol ( Fig. 2). The free pair of electrons 


5 on oxygen or nitrogen are present in spatially 








ee analogous positions in griseofulvin and the 


purine ribosides. These structural similari- 
ties strongly suggest that griseofulvin may 
act as a competitive analog at one or more 
steps in the biosynthesis of nucleic acid. If 
the interference of nucleic acid synthesis is 
due to inhibition at the polymerization state 
during the replication of chromosomes, it 
indeed might be expected that inhibition 
would occur, as it does, at metaphase. Folic 
acid inhibitors inhibit the growth of M. canis 
only at concentrations of 100 to 200 times 
the concentration of griseofulvin which 
would be required to induce the same state 
of growth inhibition. 6-Mercaptopurine 
even at higher concentrations does not 
detectably inhibit the growth of dermato- 
phytes.® This information, together with the 
knowledge that the maximum reactivation 
of growth of griseofulvin-inhibited cultures 
took place with the nucleotides rather than 
with the corresponding purine bases, favors 


a the conclusion that griseofulvin inhibits the 
-62/660 





synthesis of nucleic acid during the process 
of replication. 


The observation that griseofulvin pro- 
duces a variety of morphological changes 
when growth is partially inhibited led to — 
the conclusion that this antibiotic interferes 
with cell wall synthesis. Additional evi- — 
dence supporting this view is the observation 
that the phytopathogenic fungi contain | 
considerable quanities of chitin in their cell — 
walls. The latter explanation is inadequate, 
however, because some dermatophytes con- 
tain virtually no chitin and have quite com- 
plex polysaccharide walls consisting of one 
or more hexoses and uronic acids as well as 
glucosamine.® In addition, several fungi 
which are known to contain large quanities 
of chitin are not sensitive to griseofulvin.® 
Since the synthesis of complex polysaccha- — 
rides in many bacteria is dependent on spe- — 
cific nucleic acids, it might be more 
consistent to consider the mechanism of cell — 
wall changes induced by griseofulvin in — 
fungi perhaps being due to interference of — 
the synthesis of nucleic acids, which in turn _ 
are necessary for the synthesis of enzymes, — 
cytoplasmic proteins, and complex poly- — 
saccharides. i 
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° Summary 


Tritium-labeled griseofulvin in the blood 3 
and serum of mice, following oral adminis- 
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= The partial reversal of griseofulvin in- 
hibition of dermatophyte growth by purines, 
pyrimidines, and their nucleotides suggest 
the hypothesis that the mechanism of action 
of this antibiotic is via direct interference 
with the synthesis of nucleic acid. 
Methods for paper chromatography and 
the spectrophotometric assay of the eluded 
griseofulvin have been discussed. 


= Department of Medicine, Division of Derma- 
tology, University of California Medical Center. 
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ABSTRACT OF DISCUSSION 


EARL G. McNatt, M.D., Los Angeles: In answer 
to Dr. Delamater’s question, penicillin inhibits the 
growth of susceptible bacteria by interfering with 
uridine diphosphoglucose and with the part played 
by this co-factor in the enzymic synthesis of cell 
walls. On the other hand, griseofulvin’s effect on 
susceptible fungi may be due to the inhibition of 
synthesis of nucleic acid, which is necessary in turn 


for the synthesis of enzymes, structural polysac- 


charides, and proteins of cell wall and cytoplasm. 


About Dr. Child’s paper—I would like to con- 
gratulate Dr. Child for his exhaustive studies on the 


distribution of griseofulvin in experimental animals. coe “3 a 


With the exception of the levels of griseofulvin in 
whole blood our data agrees very well. 
ferences in our analytical data on whole blood 
concentrations of griseofulvin utilizing radioactive 
griseofulvin and Dr. Child’s spectrofluorometric 
data on whole blood may be due to one or both of © 
two possibilities: (a) We hemolyzed the red cells 
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in our whole blood experiments prior to the extrac- E 
tion of griseofulvin, whereas Dr. Child directly A 


extracted whole blood. (b) The radioactive griseo- 
fulvin assay determines both the parent compound 
and its metabolic derivatives. 
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The derivatives of griseofulvin in which the x 
ketone is reduced to the alcohol level in the spirane 


ring are inactive. In urine this derivative exists 


in the free form and conjugated with sulfate and 
glucuronic acid. Mouse liver slices and homogenates 





re 


reduce the spirane ketone of griseofulvin to the 


alcohol. 
compounds are produced in the erythrocyte. 
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I have not determined whether the latter 
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It is generally agreed that the oral ad- 


ministration of griseofulvin results in the 


incorporation of the antibiotic into the 
~ keratinized tissues of the skin, hair, and 


= nails. The presence of griseofulvin in these 
= structures inhibits the growth and further 


wa ig 


e Bee aion of sensitive dermatophytes, 


and 


es, pee | 


f: results in the eventual elimination of the 


: J Bings. At the present time the mechanism 


e which griseofulvin is incorporated into 
TR these. keratinized tissues is not known. It 
te would appear that some of the antibiotic is 


esfirmnly bound in the cornified elements, while 
the remainder is not so bound and may 
an eliminated by sweating, maceration, in- 


— sensible perspiration, sebaceous secretion, Or 
T 


other normal functions of the skin. Gentles* 


fed guinea pigs 40 mg/kg. of griseofulvin 


for 23 days. At the end of this period hair 
clippings were extracted first with water and 


Aa 3 then by refluxing with methanol. One gram 


of hair yielded Sug. to 6ug. of griseofulvin 
as determined by bioassay. Utilizing a 
= spectrophotofluorometric assay, Bedford and 
= co-workers °? reported peak blood levels four 
hours after a single oral dose. During the 
decay period the half-life of the compound 
= in blood is six to eight hours in rats and 


— man. 
= Many investigators have reported the 
-S effect of griseofulvin on the morphology 
Eo Submitted for publication Jan. 22, 1960. 
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The Bioassay of Griseofulvin in Human Stratum 


-facturing Co.) were performed in one area until _ 


FRANK J. ROTH JR., Ph.D., and HARVEY BLANK, M.D., Miami, Fla. 


and growth of susceptible fungi. In 1946, 
Brian et al. observed the abnormalities pro- 
duced by the antibiotic in the germ tubes of _ 
Botrytis allii. This so-called “curling effect” 
has been widely employed as an assay tool — 
for determination of the sensitivity levels of 
fungi and for establishment of griseofulvin _ 
concentration in blood, body fluids, and ex- 
cretions. The extent and nature of the 
changes induced in the anatomy of the de- 
veloping fungus have been employed as a 
semi-quantitative measurement of active 
griseofulvin in solutions. 


G 
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The present study employed a direct in 
vivo bioassay procedure to demonstrate the 
presence of griseofulvin in the various depths 
of the stratum corneum. By means of the 
technique presented in the paper it was 
possible to establish the presence of active 
antibiotic in the skin and to measure its 
subsequent transport upward through the 
stratum corneum. Similarly, this procedure 
added confirmatory evidence to the reports — 
of Lorincz et al.f and Roth and Blank and 
co-workers %6 of an antifungal component in — 
the serum and tissue fluids of normal indivi- 
duals which exerts a protective effect in the 
living skin. E 
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Materials and Methods 


The inner surface of the forearm was used as the 
site for the in vivo bioassay procedure. Initially, ~ 
all subjects were tested to determine the thickness _ 
of the stratum corneum in the test area. Multiple 
applications of pressure-sensitive tape ( Acetate 
Film Tape, No. 800, Minnesota Mining and Manu- _ 


the surface of the tape no longer demonstrated a 
the presence of cornified cellular elements. At this Z 
point the skin asŝumes a glistening appearance and 
penetration Has been achieved to the upper region 3 
of the stratum mucosum. Counting the number — 
of strippings necessary to reach this zone makes it 
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; p aible to calculate the number of tape applica- 
tions needed to reach any desired fractional depth 
in the stratum corneum. For the purpose of these 
experiments, the test levels generally employed 
-were intact skin, 25%, 50%, 75% and 100% depth— 
the latter level commonly termed the “glistening 
- layer.” The forearm was stripped longitudinally 
and the gradient depths secured by shortening the 
tape length approximately one inch for each of the 
- levels of penetration. 
= The fungal elements used in the bioassay con- 
sisted of a pure suspension of the macroconidia, or 
fuseaux, of Microsporum gypseum. The fungus was 
= grown on Sabouraud’s glucose agar with yeast ex- 
_ tract. The macroconidia were harvested when the 
- fuseaux fully matured and before secondary 
-~ germination had occurred. With the strain em- 
~ ployed (MM-328) this point was reached in six 
3 to eight days. Ten milliliters of sterile saline were 
x pipetted over the surface of the colony in the Petri 
- plate and ten sterile glass beads were introduced. 
_ The beads were gently rolled over the thallus until 
the majority of the mature macroconidia were 
_ separated from the conidiophores. The suspension 
= was then transferred to a 50 ml. vaccine bottle con- 
taining glass beads and shaken thoroughly to insure 
dispersal of the spores. The suspension was then 
standardized by means of the Lumetron Colorimeter 
so as to contain approximately 500 macroconidia per 
0.1 ml. of saline. 

On each of the gradient areas of the skin to be 
assayed, 0.1 ml. of the standardized spore suspen- 
sion was spread over an area 12 mm. in diameter. 
Each area was outlined and labeled with an in- 

_ delible pencil. The spore suspension was allowed 
to evaporate to the point of near-dryness. 

Glass micro slide rings with an inside diameter 
of 15 mm. and a height of 3 mm. were sterilized 
by. autoclaving. The edge of the ring to be applied 

to the skin was lightly coated with plastibase to in- 
sure a good seal and contact. A ring was centered 
on each of the stripped areas so as to fully en- 
circle the zone of the spore suspension. Each ring 
was then filled with 1.5% water agar containing 
0.01% chloramphenicol. The previously melted agar 
was allowed to cool to 45 C before being pipetted 
into the cavity of the ring. When the agar had 
solidified, the preparation was secured in place with 
a plain pad plastic strip bandage. The micro slide 
ring culture was kept in position on the arm 
= 14 to 16 hours before removal. At this time the 
agar disc had shrunk away from the glass ring so 
_ that removal of the ring was readily accomplished. 
The disc of agar was carefully lifted from the skin 
with a spade-tipped micro spatula. 

Two drops of colorless lactophenol mounting 
medium were applied to a clean glgss slide. The 
agar disc was inverted so the surface previously 
in contact with the skin and containing the 

= _ macroconidia was uppermost and the micro-culture 
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positioned in the mounting medium. Lactophend 
medium with cotton blue dye was applied to the E 
surface of the disc of agar and a cover slip ap- 
plied. The preparation was allowed to set for 24 - $- 
hours to insure proper staining and to permit the 
escape of entrapped air bubbles. - 
Germination and growth control micro-cultures _ ; 
were prepared each time to ascertain normal values. ; 
In both controls the spore suspension was applied 
to a sterile glass slide contained within a Petri dish. 
When the conidial suspensions nearly dried, a ring on 
was centered about the area and agar was pipetted 
into the cavity. For determination of conidial 
germination percentage the water agar was em- — 
ployed. To ascertain the germ tube growth rate, an 
agar containing 0.2% Neopeptone (Difco) ai ol 
0.1% glucose was used. This formula was 
arbitrarily chosen and was not designed to ap- 
proximate the nutritive conditions existing on the — 
skin. The two controls were incubated under high a 
humidity at 32 C for the same length of time the , 5 
micro ring cultures were on the skin. Ee: 3 
The mounted agar discs were examined micro- ; Sk 
scopically to determine the number of macreconidiz p> ; 
that had undergone germination, the- length o = 
germ tubes, and the production of morphologieal 
abnormalities in the primary hyphal elements... Thea é 
germ tube length was measured with a micrometers 
ocular and the average length determined by — 
measuring the multiple tubes produced by a- p 
minimum of 50 fuseaux. The presence of griseo- ae 
fulvin in the stratum corneum was established by 
the induction of the now-familiar criteria of — H 
clubbing, curling, contortion, ballooning, and lateral. 
branching of the germ tubes. No attempt was made 
to estimate the relative concentration of the anti- 3 = 
biotic present in the skin depth as measured by the _ 
extent or magnitude of hyphal abnormalities. The — 
antibiotic was considered present when anequivodgial s 
aberrations were detected in the initial hyphal ele- $ 
ments. In those preparations in which the 
morphological changes were minimal or impossible > a 
to assess, a doubtful value was assigned. Charac- 4 
teristic alterations in morphology of germ tubes i 
produced by griseofulvin as observed in the bioassay Le 
of skin are presented in Figure 1. iS 


Results and Comment 


The normal epidermis of the forearm of. n 
one female and three male subjects was- 2 A 
tested to determine the effect of the removal 
of various thicknesses of the stratum 3 
corneum upon the germination and devel- — = 
opment of the germ tubes of macroconidia 
of M. gypseum. None of the subjects dem- 
onstrated clinical symptoms of a derma- 
tomycosis nor reported a recent history — 
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Fig. 1—A, Normal germination in vitro of macroconidia of M. gypseum, 16 hours, growth 
control; B, effect of griseofulvin (4.0ug/ml.) in vitro on germinating macroconidia, M. 
gypseum, demonstrating a marked antibiotic effect; C, bioassay result—germination of 
macroconidia in contact with “glistening” layer, no griseofulvin present but germ tubes are 
somewhat shortened; D, bioassay result—germination of macroconidia in contact with stratum 
corneum containing griseofulvin. Evaluation: weak positive (2+). E, same as D but moderate 


positive (3+). F, same as D and E but strong positive (4+). 


of an infection by these agents. Three of 
the volunteers were negative to the tricho- 
phytin skin test antigen, while one man 
demonstrated a moderately strong reaction. 
The stratum corneum was stripped down to 
depths of 25%, 50%, 75%, and 100%. 
The macroconidia were applied to these 
depths as well as to the intact skin surface. 
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The application of fuseaux to all depths 
of normal skin had no effect upon the num- 
ber of spores undergoing germination ; how- 
ever, the number of germ tubes produced 
by each spore was reduced as compared to 
the in vitro growth controls. The average 
length of the germ tubes in the growth 
control was 101 during the 16-hour incu- 
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AVERAGE LENGTH OF GERM TUBES, MICRONS 


per spore was 3.8. The number of germ 
tubes produced by macroconidia on the 
surface of the skin average 2.7 per spore, 
while at the base of the stratum corneum 
they averaged 1.9 per fuseaux. In the 
upper 50% of the stratum corneum no sig- 
nificant effect of depth on the length of 
the primary hyphal elements was observed ; 
the average length of the germ tubes at the 
skin surface was 56”; with 25% of the 
horny layer removed, 59u, and at the mid- 
zone, 53u. Below the 50% depth, inhibition 
in growth and elongation of the germ tubes 
were observed. Spores applied to the depth 
level of 75% demonstrated an average germ 
tube length of 384, while at the approxi- 
mate junction of the stratum corneum and 
stratum mucosum, the average length was 
reduced to 27u. This length is approxi- 
mately half of those germinating on the 
surface of the skin and one-quarter the 
average length of the germ tubes of the con- 
trols. The germ tubes of the macroconidia 
on the skin possessed a more densely stain- 
ing cytoplasm, had a greater number of 
septa, and were usually more angled or 
undulated than those of the growth controls. 
The effect of the various depths of the 
stratum corneum on the length of germ 


tubes of M. gypseum is presented in 


Figure 2. 
The nine persons participating in the 
bioassay experiments were each placed on 
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PERCENT DEPTH IN STRATUM CORNEUM CONTROL 


THE EFFECT OF THE DEPTH OF NQRMAL STRATUM 
CORNEUM ON LENGTH OF DEVELOPING GERM TUBES 
OF MICROSPORUM GYPSEUM 


Fig. 2—Demonstration of antifungal properties 
in the stratum corneum of normal subjects. 


=- Roth—Blank 


a dosage of 1.0 gm. of griseofulvin per day. 
The initial four 250 mg. tablets were taken 
as a single dose to establish the zero time 
point. The dosage was repeated at 24- 
hour intervals for the duration of the time 


of therapy. Within 72 hours of the first 


oral dose, the stratum corneum was com- 
pletely stripped away and the micro slide 
ring culture applied. Three of the subjects 
were assayed at 21, 24, and 27 hours, 
respectively, with failure to detect the pres- 
ence of griseofulvin at the “glistening 
layer.” These individuals were retested 
within the following 48 hours. As deter- 
mined by the induction of specific abnor- 


malities in the developing germ tubes of the 
fuseaux, griseofulvin was present at the 
base level of the stratum corneum in all 
nine subjects within 72 hours after the 
onset of therapy. The in vivo bioassays 
were repeated, when possible, at intervals 


of a maximum of three to five days. Upon 
the detection of the antibiotic at the junc- 
tion of the stratum corneum and stratum 
mucosum, the assays were performed at the 
50% and 75% depth levels. Difficulties in 
scheduling and availability of participants 
permitted the establishment of only five 75% 
depth transport times. In these five per- 
sons griseofulvin was detected in the horny 
cell layer 25% above the “glistening layer” 
in 6, 7, 9, 10, and 12 days, respectively. 
In these individuals a negative or doubtful 
assay had been obtained at this depth 48 
to 72 hours previously. The griseofulvin 
transport time was in all cases directly re- 
lated to the thickness of the stratum 
corneum as measured by the number of 
applications of tape needed to achieve com- 
plete removal of cornified cells. The sub- 
ject who demonstrated griseofulvin at the 
75% depth level in six days required only 
18 applications of the pressure-sensitive tape 
to reach the stratum mucosum, whereas the 
individual that demonstrated the antibiotic 
at this level after 12 days of therapy re- 
quired 47 applications of the tape to attain 
the “glistening layer.” 


After the 12th day of administration ie 


griseofulvin the bioassay was performed at — 
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a Time of Earliest Detection of Griseofulvin in 
i Various Depths of Stratum Corneum of 
— Persons Receiving Oral Dose of One 
ee Gram of Antibiotic Daily 
a % Depth in the Stratum Corneum 
a 100 
A ag f Sabject (‘‘Glistening’’) 75 50 Surface 
Ta N 
p 1 50 hr. 7days 14days + at 18 days 
-Ji 2 67 hr. 9days 15days = at 23 days 
kze 3 70 hr. 10 days 12 days + at 52 days 
=Y 4 48 hr, 12 days 16days — at 26 days 
Ea. 5 72 hr. — 19 days + at 30 days 
e 8 72 hr. = 17 days x 
a 7 56 hr. — 17 days — at 21 days 
Beans. 8 51 hr. 6 days 13 days + at 56 days 
~~ 9 69 hr. — 18 days — 
mes 
eR 


= and above the midzone of the stratum 
= corneum. The entire group of nine sub- 
= ^ jects were available and were tested at 72- 
~*~... hour intervals as a maximum. The earliest 
~~ time at which the antibiotic was demonstra- 
ible at the 50% depth level was 12 days, 

=~ and all subjects demonstrated the presence 
E- E ‘of griseofulvin at this level by the 19th day 
E „of therapy. At the time the participants 

= concluded their course of griseofulvin (18 
to 56 days) the intact skin surface of the 
forearm was reassayed for the presence 
<- of the active drug. Of the seven subjects 
available for testing, two failed to evidence 
== the presence of the antibiotic at the skin 
= surface and the remaining five assays were 
= — considered doubtful positives. The results 
= of the skin bioassays are presented in the 
= Table and graphically in Figure 3. 
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= TIME OF TRANSPORT OF GRISEOFULVIN (1.0 GRAM PER DAY) 
= THROUGH HUMAN EPIDERMIS AS DETERMINED BY EFFECT ON 
_ GERMINATING FUSEAUX OF MICROSPORUM GYPSEUM 





Fig. 3—Demonstration by bioassay in situ of 
ear at varying depths of the stratum 
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Summary K E i 

The application of macroconidia of Mi- 
crosporum gypseum to increased depths of 
the stratum corneum of normal human epi- 
dermis resulted in a progressive inhibition 
in the length of the developing germ tube. 
Maximal retardation in the development of 
the primary hyphal elements was evidenced 
in fuseaux applied to the junction zone of 
the stratum corneum and stratum mucosum. 

After the onset of therapy, griseofulvin- 
was detected at the base of the stratum 
corneum in as little as 48 hours and was 
present at this level in all subjects by 72 
hours. 

Griseofulvin was transported through the 
basal 25% of the stratum corneum in from 
6 to 12 days and reached the 50% depth, 
or midzone of the horny layer, in from 12 
to 19 days in nine individuals receiving a 
daily dose of 1.0 gm. of the antibiotic. 

Persons receiving a gram of the antibiotic 
daily for periods ranging from 18 to 56 — 
days failed to demonstrate conclusively the 
presence of active griseofulvin at the 
intact skin surface upon the termination 
of therapy. E 


Pa Maw th 


University of Miami School of Medicine, Jackson 


Memorial Hospital (36). 
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Electron Microscopic Observations of the Effects of 


Griseofulvin on Dermatophytes 


HARVEY BLANK, M.D.; DAVID TAPLIN, A.I.M.L.T., and FRANK J. ROTH Jr., Ph.D., Miami, Fla. 


Before studying the changes griseofulvin 


~ induces in Trichophyton organisms, it was 


_ necessary to define the normal fine struc- 
- ture of the fungus. 
‘sections of these organisms has appeared. 


No previous study of 


The preliminary report by Laden and Erick- 


son! of the internal structure of Epi- 


dermophyton floccosum is the only study of 
its type with a dermatophyte. 

Several workers have attempted to vis- 
ualize fungi in the electron microscope 


without sectioning the organisms, but these 
reports demonstrated little that could not 


be seen with a light microscope.9 111419 In 


-ultrathin sections it was noted that algae 
(Allomyces) contain many of the most 


_ prominent intracellular structures described 





in animal cells, such as mitochondria with 
the classical mitochondrial membrane and 


cristae, as well as an organized cell nu- 
cleus with a double-structured nuclear 


membrane.” No typical ergastoplasm, 


however, was found in these aquatic phy- 


= comycetes. The most recent studies of bac- 
teria reveal a thin cytoplasmic membrane 
-= under the thick cell wall, mitochondria and 
various inclusions and vacuoles in the cyto- 
plasm, as well as a cell nucleus of low 
= electron density with a distinct nuclear 
= membrane.*!8 Bacterial cell division is ac- 
companied by amitotic nuclear division.* 


Submitted for publication Jan. 18, 1960. 
Presented at the International Symposium on 


_ Griseofulvin and Dermatomycoses, sponsored by 
= the University of Miami Department of Medicine, 
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Published electron micrographs of yeast- _ 
like fungi have been of good quality. 16-8.12 a 
From these it can be seen that the yeast — 
have a cytoplasmic membrane under the 
cell wall, mitochondria with cristae and a 
membrane, a cell nucleus with a nuclear a 
membrane and nucleolus, and various cyto- 
plasmic inclusions. The inclusions include E 
lobulated storage granules characterized by = 
greater electron density, lack of an internal zi 
structure, and susceptibility to removal with | ze 
toluene.'*!* In addition, large varying- 
sized areas of lesser electron density, usu, 
ally called. vacuoles, are seen.’ These areas — 
have a “spongy” appearance and have ae 
been noted in filamentous fungi such as E 
penicillium °! and streptomyces.27 ç 


Most of the structures described above 4 
have also tentatively been identified in fungal — 
mycelią.!°.12,16,17,20.21 Often, however, the E 
published illustrations were not of sufficient 
quality to be convincing. Additional struc- A 
tures seen in hyphae include the septa a. 
transverse walls, and certain discrete round — 
osmophilic or electron-dense bodies which A 
occur in the cytoplasm, usually near a 4 
septum, for which reason they have been 
called septal granules !2_ or peripheral — J H 
bodies.!? A discrete membranous ultrafine _ 5 3 
structural organization of the cytoplasm has — 4 
been suggested in yeast in Coccidioides 
immitis 1? and in Neurospora crassa. Te = 
filamentous network seen in a strepto- 
myces 1? and referred to as a pucteord andi 










ing if parallel Histochemieal piepdra na = E 
could be demonstrated. Work with the 
nuclei of yeast and bacteria is more ad- = 
vanced than that with hyphae except for Si 
Neurospora. The studies we are reporting sA 
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Fig. 1—Normal hypha 
of T. rubrum at a septum; 
reduced 8% from mag. 
X 22,500. The cell wall 
architecture, mitochon- 
dria, and lobulated ir- 
regular storage granules 
are easily seen. Note the 
characteristic round shape 
and peripheral density 
(membrane?) of the pe- 
ripheral (septal) bodies. 

The following key is 
used throughout for 
marking figures ac- 
companying this article: 
CW indicates cell wall; 
CC, outer coating of 
cell wall; CM, cyto- 
plasmic membrane; ICM, 
intra-cytoplasmic mem- 
branes (endoplasmic re- 
ticulum?); N, nucleus; 
NN, nucleolus; NM, nu- 
clear membrane; M, 
mitochondrion; MM, mit- 
ochondrial membrane; 
MC, mitochondrial cris- 
tae; S, hyphal septum 
(transverse cell wall); 
SG, lobulated lipid storage 
granules ; SGG, giant lipid 
bodies; V, “spongy” vac- 
uoles; PB, peripheral 
(septal) bodies. 





Fig. 2—High-power 
view of a mitochondrion 
reduced 8% from mag. 
X 68,000. The mitochon- 
drial membrane is easily 
seen and the cristae seem 
to communicate directly 
with the cell cytoplasm. 
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Fig. 3—In the center 
is a structure that re- 
sembles the nucleus of an 
animal cell. It has a dis- 
crete outer membrane, a 
nucleoplasm of little 
density, and a more dense 
nucleolus at the nuclear 
membrane. Reduced 8% 
from mag. 22,500. 


Blank et al. 
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Fig. 4—Another nu- 
cleus-like structure can be 
seen in the cross section 
of a mycelium at the top. 
In the lower fungal ele- 
ment the mitochondria 
are so numerous as to be 
densely packed together. 
Reduced 8% from mag. 
< 14,500. 
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Fig. 6—The nature of 
the material which packs 
the densely filled hypha is 
not known, nor the 
metabolic conditions 
which result in variations 
of cytoplasmic structure. 
Reduced 8% from mag. 
X 9,300. 
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Fig. 5—The cytoplasm 
of the fungal cells is 
sometimes very dense, as 
in this and in the next 
Figure. Although most 
of the material appears to 
be very osmophilic, 
there are characteristic 
“spongy” areas, called 
vacuoles, which are os- 
mophobic. Reduced 8% 
from mag. X 22,500. 








Fig. 7.—Several septa 
with nearby peripheral 
bodies. The nature and 
function of these round 
structures, which are 
usually but not always 
found near the transverse 
cell walls, are unknown. 
Reduced 8% from mag. 
X 5,600. 


Blank et al. 








Fig. 8.—In the branch- 
ing hypha several struc- 
tures seen in previous 
figures are shown again 
but in addition a very ir- 
regular electron-dense 
membrane seems to be 
present in the cytoplasm. 
Reduced 8% from mag. 


X 5,600. 
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Fig. 9—A higher- 
power view revealing the 
folded membrane within 
the cytoplasm. The struc- 
ture of the peripheral 
(septal) bodies is well 
shown. Reduced 8% from 


mag. X 37,000. 
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Fig. 10—A high-power 
view near the end of a 
mycelium. The cell wall 
here seems structureless. 
The intracytoplasmic 
membrane seems to 
communicate with the 
outermost part of the 
cytoplasm under the cell 
wall. This folded mem- 
brane resembles the 
smooth type of endo- 
plasmic reticulum of ani- 
mal cells. Reduced 8% 
from mag. X 52,000. 
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f ELECTRON MICROSCOPE OBSERVA TIONS 


are intended to add to the knowledge of the 
ultramicroscopic structure of Trichophyton 


fungi and the mechanism of action of griseo- 


fulvin on this organism. 


Materials and Methods 


Flasks containing Sabouraud’s broth were in- 
oculated with microconidia obtained from slants of 
“mature cultures of Trichophyton rubrum. The 
flasks were incubated at room temperature on a 
gyrotary shaker, which results in the formation of 
round pellets composed of fungal hyphae.” Pellets 
of approximately 1 mm. diameter were fixed in 
isotonic veronal buffered osmium tetroxide, at pH 
7.2 for one hour at 4 C, washed, dehydrated, 
embedded in 1:4 methylbutyl methacrylate, sub- 
jected to 10 Ib/sq. in. vacuum to remove any air 
trapped in the fungal pellets, and polymerized 
overnight at 60 C. Sections were cut with a 
diamond knife and mounted on Athene grids. 
Some sections were supported on carbon- 
coated formvar substrates, but more recently 
the sections were mounted directly on clean 
grids and stablized with a light coating of 
carbon applied under vacuum prior to examination 
in an RCA-EMU-3 electron microscope. When 
griseofulvin was used it was added to the liquid 
culture media after the pellets had reached nearly 
1 mm. in diameter (about 72 hours) and incubation 
was continued for an additional 72 hours before 
fixation, 


Results and Comment 


In a study of this type the results must 
be portrayed in the illustrative figures. De- 
scription and interpretation may be helpful 
but is sometimes misleading, for, although 
the structures cast accurate electron images, 
our notions of their nature and function 
may later be proved inaccurate. 

The cell wall, as anticipated, was of great 
interest (Figs. 1, 3, and others). Its dark 
outer coating or membrane had been noted 
in Saccharomyces cerevisiae by Agar and 
Douglas? but it was not as granular in 
the yeast as in our material. The outer 
membrane was especially prominent in 
Shatkin’s study of Neurospora.!® Whether 
this is an important barrier and limiting 
membrane is not known. Laden and Erick- 
son!® noted both the innere and outer 
osmophilic layer of the cell wall of Epi- 
dermophyton floccosum. Some? were un- 
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able to identify a cytoplasmic membrane in 
yeast but most have described it. 

The cytoplasm itself varies enormously 
in electron density and presumably in the 
amount of osmophilic protein or lipid which 
it contains. In some sections the hyphae are 
so densely filled as to be almost homogene- 
ously dark (Figs. 5 and 6), whereas in 
others the cytoplasm is sparse with only a 
few discrete structures remaining (Figs. 3 
and 4). This normal variation in hyphae 
probably can be accounted for by the meta- 
bolic state of the particular fungal cell. Much 
further study is indicated in which newly 
growing hyphae are compared with older 
ones nearer the center of the cultured pellet 
and also in the presence or absence of vari- 
ous nutrients in the media as well as other 
variable conditions. 


ciate the wide range of variation in the 
structure of normal mycelia in order to 
recognize the effects of griseofulvin. 

Within the cytoplasm, mitochondria are 
demonstrated which are round or oval and 
have the structure of mitochondria found 
in animal cells. These were first reported 
in filamentous fungi by Tsuda.?° There is 
no mistaking the mitochondrial membrane 
and the cristae in the accompanying figures 
(Figs. 1 and 2). It was of interest to note 
that in some preparations the mitochondria 
were so numerous as to be densely packed 
together, almost completely filling the cyto- 
plasm (Fig. 4). It is logical to assume 
that this represents a cell which is par- 
ticipating in an ultimate height of oxidative 
metabolism. In other cells, however, the 
mitochondria were present only occasionally 
through the cell and sometimes quite 
sparsely. They usually maintained their in- 
tegrity even when the cytoplasm was scant. 
No tubular or elongated mitochondria were 
noted. 

In several favorable sections (Figs. 8, 9 
and 10) a much-folded smooth membrane 


traverses the cytoplasm. It seems to com- Aa a 
municate with the periphery of the cytoplasm — E 


and resembles the endoplasmic reticulum of 


For purposes of this i ; 
study it is primarily important to appre- 


A 
~ 


S 





tE 
7 ae 
d “ 


os 


Seg: . 


animal cells 1° and of Neurospora.® There — 3 . 
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seems no doubt of the presence of this 
membrane in Trichophyton rubrum, but it 
is not yet entirely clear whether this may 
properly be called endoplasmic reticulum. 
For this reason we have labeled the figures 
merely as an intracytoplasmic membrane. 
The morphology of the nucleus of a der- 
matophyte was not absolutely determined 
by the present study. In occasional sections 
a structure was seen which closely simulated 
the electron microscope features of the nu- 
cleus of higher organisms (Figs. 3 and 4). 
It also resembled the nucleus described in 
certain yeasts. The characteristic features 
included a nuclear membrane enclosing 
nucleoplasm of relatively lesser density and 
a discrete, more dense nucleolus close to 
the nuclear membrane. Further study is 


needed to confirm this observation and to 
determine the role of the nucleus in cell 
division, 

The osmophilic electron-scattering inclu- 
sions are of several types. In normal cells 
there is an irregularly shaped inclusion with 
lobulations and digitate projections that per- 
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mit easy recognition (Figs. 1 and 5). These 
inclusions are homogeneous throughout and 
probably represent lipid storage granules. 
Comparable structures have been demon- 
strated in yeast and could be removed from 
methacrylate sections with toluene, which 
confirmed their lipid nature. In the griseo- 
fulvin-treated material much larger lipid 
granules were seen, which sometimes be- 
came huge and completely filled the hyphal 
cell (Figs 12, 15-17). It is not known if 
these arise from the lobulated storage gran- 
ules. This lipid is probably comparable to 
that seen in other cells, such as those in 
tissue culture or in the liver, which, when 
approaching death, seem to undergo a fatty 
degeneration, in which the cytoplasm be- 
comes almost completely filled with lipid 
material. 

In addition to the electron-dense inclu- 
sions indicated, there is another structure 
which probably is not a storage granule 
but serves some other, as yet unknown, 
function. It is characterized by a spherical- 
shaped body with increased electron density, 


Fig. 11.—Trichophyton 
rubrum mycelia after ex- 
posure to griseofulvin. 
The hyphae are greatly 
swollen, the cell wall is 
thickened, has begun to 
split in some areas, and 
is completely divided into 
several layers in the 
mycelium to the right. 
The huge  osmophilic 
bodies can be seen as one 
of the few discrete struc- 
tures remaining in the 
cytoplasm. Reduced 8% 
from mag. 10,000. 
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Fig. 13.—Similar to 
Figures 11 and 12, The 
swollen cells are little 
more than ghosts. Com- 
pare with Figures 7 and 
8 that are the same mag- 
nification. Reduced 11% 
from mag. X 5,600. 
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Fig. 12.—Similar _ to 
preceding one. The outer 
coating or membrane so 
constantly seen in the 
sections has become dis- 
cretely granular. The 
cell wall is split and the 
cytoplasm disorganized. 
Reduced 8% from mag. 
Xx 10,000. 
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Fig. 14—A_ mycelium 
of T. rubrum treated with 
griseofulvin but less dis- 
torted than in the previous 
figures. It is conjectured 
that such mycelia are 
older and less active 
metabolically when 
treated with griseofulvin. 
Reduced 5% from mag. 


X 10,000. 
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Fig. 15—The huge 
homogeneous bodies pre- 
sumed to be lipid were 
most numerous in mycelia 
midway between the cen- 
ter and the periphery of 
the griseofulvin-treated 
pellet. The cell walls 
seem to have collapsed in 
some areas. Compare 
with Figures 7 and 8 for 
size. Reduced 11% from 
mag. 5,600. 
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Fig. 17.—Griseofulvin 
treatment has produced 
splitting of the cell wall 
which apparently includes 
the transverse cell wall. 
The septum seems to 
have a defect permitting 
lipid to pass through. 
This was the only coeno- 
cytic hypha found. 
Nothing comparable was 
seen in untreated mycelia. 
The cytoplasmic struc- 
tures are essentially de- 
stroyed. Reduced 8% 
from mag. X 22,500. 
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OBSERVATIONS 


Fig. 16.—A peculiar 
lamellation of the cell 
wall has resulted from 
griseofulvin treatment of 
this hypha. Reduced 8% 
from mag. X 14,500. 
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and what may be a more dense thin outer 
layer or membrane. There may be one 
= or two of these bodies near each other and 
= they are most often at the ends of the 
fungal cells near the septa (Figs. 1, 7 and 
9). Occasionally they may be in the center of 
~ the cell (Fig. 8) but are mainly seen at the 
= peripheral ends. For this reason they have 
= been called peripheral bodies or septal 
bodies. Because their function is unknown, 
this term has been used in the present 
study and a number of illustrations are pre- 
sented. It is remotely possible that they 
represent some type of nuclear material, 
B. but this seems rather unlikely. 
e Vacuoles in the cytoplasm are not single 
= and discrete but appear to consist of a 
spongy area which is osmophobic and low 
in electron scattering (Figs. 5, 7-9). It is 
3 not known whether these are vacuolar 
= spaces containing material of low protein 
= and lipid content or whether they actually 
= represent a material which fails to stain 
= with osmium. They could, for example, be 
= chemically related to the poorly staining cell 
= wall material (the polysaccharid chitin) and 
conceivably could be related to cell wall man- 
ufacture in some way. The same structures 
= arẹ present in yeasts. 
3 ¥ The changes noted with griseofulvin are 
= gross ones. They originally led to the dis- 
covery of griseofulvin and have been de- 
scribed with the light microscope.’* The 
newly growing distal ends of the mycelia 
= become swollen and rounded in shape (Figs. 
~ 11-13, 15). This was described earlier as 
=~ curling. The ballooning of the cells is as- 
= sociated with irregular thickening of the cell 
= 5 wells which develop rents and splits and 
eventually gross separations (Figs. 11, 13, 
#4 bef 7). The cell-wall weakness may have been 
exaggerated by the processing, but nonethe- 
= less was never seen in untreated mycelia. 
-Because of this weakness of the walls, some 
f of the mycelia collapse, and even fold within 
= other cell walls as a kind of intussusception 
- (Fig. 15). The cytoplasmic contents were 
= grossly distorted in all treated cells examined, 
so that most of the structures described can 
no longer be recognized except as a granular 
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or reticular eytoplasin ia some cases, lipid 


storage granules, and electron-dense debris. 


The cytoplasmic membrane often persisted 
during the gross changes in cell size, even 
though it had pulled far away from the cell 
wall. The huge lipid bodies described are 
shown in Figures 11, 16, and 17. In one 
instance the septum apparently lost its in- 
tegrity and permitted a lipid body to extrude 
from one hyphal compartment through the 
other (Fig. 17). Because of the complete 
disorganization of the fungal cells, it is hard 
to believe that the cells which have undergone 
such changes can any longer be living. None- 


theless, pellets which have been treated by 


immersion in griseofulvin for several weeks 
will grow out readily when they are washed 
and put in a fresh medium Obviously, there- 
fore, griseofulvin does not kill all fungal 
cells. Although a detailed study of the 
mycelia near the older center of the pellets 
has not yet been completed, it is possible 
that these hyphae are in a lower state of 


metabolism and are much less affected by — 
griseofulvin, permitting them to survive. Ad- _ 


ditional studies are required to confirm i SS 
hypothesis. 

It is of interest to compare the effects of 
streptomycin on avian tubercle bacilli, for it, 
too, causes a great enlargement of the 
microbial cell with broadening and elongation 
of the filaments.’ 


Summary and Conclusions 


The hyphal cells of Trichophyton rubrum 
as seen in sections under the electron micro- 
scope have a complex organization re- 
sembling that of animal cells. 


The cell wall is thick and structureless in 
the electron microscope with very thin elec- 
tron-dense membranes or layers on both its 
outer and inner surfaces. 


The cytoplasm varies greatly in density 
but in some cases seems to be traversed by a 
thin, much-folded membrane, similar to the 
endoplasmic reticulum of animal cells. 

Mitochorfdria with an outer membrane and 
typical cristae are numerous, sometimes even 
densely packed, in the cytoplasm. 
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= Various osmophilic Sateen -scattering in- 

clusions can readily be differentiated, such 
as a lobulated, varying-sized lipid storage 
granule, as well as a much larger one which 
appears following treatment with griseo- 
fulvin. In addition, there is a discrete small 
round body found in most cases at the 
periphery or septal end of the cell and for 
this reason called a peripheral (or septal) 
_ body; ; function unknown. 
An area called a vacuole, of varying shape 
3 “and size, with a characteristic spongy lack of 

density in the electron Sea is a frequent 
_ feature. 
_ A structure resembling an animal-cell nu- 
2 cleus with a nuclear membrane and nucleous 
. ‘can sometimes be seen in favorably sec- 

“tioned hyphae. 


In the mycelia seen after exposure to 
griseofulvin, swelling and ballooning of the 
hyphae are evident, as described with the 
ie microscope. 


<r 





Pr 


The cell wall seems to lose its integrity, 
“for, although it may become much thickened, 





The tack almost aes leaving’ 
a few shriveled remnants of the cytoplasmic 
membrane and huge lipid storage granules. 


The hypothesis is suggested that the 
youngest actively metabolizing fungal cells 
are killed by griseofulvin, but perhaps the 

older, more dormant elements are not so 

drastically affected. 


University of Miami School of Medicine, Jackson 
Memorial Hospital (36). 
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In Vitro Resistance Studies with Griseofulvin 


RAYMOND C. V. ROBINSON, M.D.; TOM N. FERCIOT Ill, B.S., and HARRY M. ROBINSON JR., M.D., 


Baltimore 


Successive generations of all forms of life 
tend to develop resistance to specific biologic 
antagonists which are constantly present in 
the environment. 

Griseofulvin is an antifungal antibiotic to 
which dermatophytes have not been pre- 
viously exposed, and which has afforded 
strikingly beneficial results in clinical infec- 
tions with these organisms. It was con- 
sidered essential, therefore, to attempt to 
develop resistance in vitro, in an effort to 
prognosticate the future therapeutic effec- 
tiveness of the drug. 


Selected dermatophytes have been exposed 
to increasing concentrations of griseofulvin 
and, although only one phase of the study 
has been completed, the data which have been 
accumulated are of sufficient interest to 
justify a preliminary report. 


Method of Study 


The organisms selected for study were strains 
of Trichophyton mentagrophytes, Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton 
= schoenleini, Epidermophyton floccosum, Micro- 
sporum audouini, and Microsporum canis, which 
had not been exposed to griseofulvin. 

The medium on which the organisms were grown 
was Sabouraud’s dextrose agar, modified as fol- 
— lows: 


Sabouraud Dextrose Agar, Difco 65.000 
Chloramphenicol 0.050 
Acti-dione 0.175 
Distilled water q.s. 1000.000 


Submitted for publication Jan. 18, 1960. 

Mr. Ferciot, a senior medical student, is a 
Summer Fellow in Dermatology. 

From the Division of Dermatology, Department 
of Medicine, University of Maryland School of 
Medicine. 
Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department*of Medicine, 
Division of Dermatology, Jackson Memorial 
Hospital, Miami, Fla., Oct. 26-27, 1959. 


A solid medium was selected because of the 
multiple implants necessary, and the greater ease _ 
of comparing growth. Although it was realized 
that the results would differ from those obtained 
with liquid media, such differences should be 
proportional. Duplication of this study on liquid 
media is in progress, 

After control growth was well established, 
transfers were made to media in which griseofulvin 
was incorporated. Griseofulvin was dissolved in 
95% alcohol to a concentration of 1.0 mg/ml. This 
solution was pipetted into hot liquid Sabouraud 
medium in the required amount, poured into tubes, 
autoclaved for 15 minutes at 15 lb. pressure, and 
slanted. 


Concentrations were: 

0.lu per milliliter media 

0.254 per milliliter media 

0.54 per milliliter media 

1.04 per milliliter media 

5.04 per milliliter media 

10.04 per milliliter media 

15.0u per milliliter media 

30.04 per milliliter media 
All steps were performed in duplicate. First 
transfers consisted of two colonies planted on con- 
trol media and two on media containing 0.lug. per 
milliliter. When growth was well established, 
transfers from the heavier growth on griseofulvin 
medium were made to two controls and two tubes 
each containing 0.lug. of griseofulvin per milliliter. 
When growth was established in this second trans- 
fer, colonies were planted on control media and 
media containing 0.25ug. of griseofulvin per milli- 
liter. Thus, two transfer generations were grown in 


each strength of griseofulvin medium. This work — È 


is still in progress, the ultimate goal being 30yg. 
per milliliter of medium. In order to complete 
this preliminary report, cultures were taken from 
control transfers after 5yg. griseofulvin per 
milliliter and from cultures of the same strain 
which had not been exposed to the drug. 
Culture transfers from the pure strain and the 
griseofulvin-exposed strain were planted on dupli- 
cate control slants and on slants containing, re- 
spectively, O.lug., 0.25g., 0.5ug., 1.0ug., 5.04g., 
10.0ug., 15.0ug., and 30.0ug. per milliliter of 
griseofulvin. Large colony transfers were made 


purposely to give the best chance for survival in 


each tube. 
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Results of the Study 


Trichophyton Mentagrophytes.—The cul- 
ture strain which had never been previously 
exposed to griseofulvin was inoculated on 


_ slants containing increasing concentrations 


of griseofulvin. The highest concentration 
at which appreciable growth was obtained 
was 25.0ug. per milliliter. 3 

Transfers to plain Sabouraud’s media 
were made from growth on media containing 
5.04g. per milliliter as described previously. 
When growth was well established, transfers 
were made to slants containing griseofulvin 
in increasing concentrations, and, after 14 
days, growth was well established in media 
containing 30ug. per milliliter. 

Since both strains had a common origin, 
all culture media had been prepared simul- 
taneously, and growth in both sets was in- 
versely proportional to the concentration of 
griseofulvin, observations were considered to 
a valid. 

_ Until observations are made at higher con- 
_ centrations, no conclusion may be drawn as 
_ to whether Trichophyton mentagrophytes is 
F Sable of developing significant resistance 


to griseofulvin in vitro. 


Trichophyton Rubrum.—The chronicity 
of Trichophyton rubrum infections, with the 
attendant nail deformities and occasionally 
distressing subjective symptoms, imparted 


_ great significance to these observations. 


The pure strain of T. rubrum at first 
grew slowly even on the weaker concentra- 
tions of griseofulvin media, but gained 
impetus, and, when transferred to control 
media, grew with apparently normal charac- 
teristics. The highest concentration on which 
obvious growth was noted at the end of two 
weeks was 5ug. per milliliter. 


Transfers from the strain which had been 
previously exposed to griseofulvin and then 
peoe on plain Sabouraud media grew 
somewhat more rapidly, and, at the end of 
two weeks, growth was noted on agar slants 
which contained 154g. per milliliter. 
= Under the same conditions previously 
with T. mentagrophytes, common 
‘ain origin, simultaneous preparation of 
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media and the inverse proportion of growth 
to drug concentration, it was assumed that 
T. rubrum can develop resistance to griseo- 
fulvin. 

Trichophyton Tonsurans.—A strain of T. 
tonsurans which was not previously exposed 
to griseofulvin showed appreciable growth 
at the end of two weeks in media containing 
10ug. per milliliter. A previously exposed 
strain grew in 25yg. per milliliter in the same 
period. on 

Trichophyton tonsurans is not as sensitive 
as T. rubrum to griseofulvin in vitro. The 
resistance to griseofulvin in vitro can be in- 
creased. 

Trichophyton Schoenleini—This has re- 
sistance characteristics similar to those of T. 
tonsurans, a pure strain growmg in a maxi- 
mum concentration of 5.04g. per milliliter, — 
while a previously exposed strain grows in — 
media containing 25.0ug. per milliliter: 


Epidermophyton Floccosum.—This organ- 
ism, not previously exposed to griseofulvin, 
grew in concentrations of 5yg. per milliliter. 
The same strain, after exposure to increas- 
ing concentrations up to 5.0ug. per milliliter, 
grew in a concentration of 20ug. per mil- 
liliter. - 

Based on these observations, it is con- 
cluded that E. floccosum may develop resist- _ 
ance to griseofulvin. 

Microsporum Audouini.—A fter numerous 
transfers, some of which were repeated four _ 
times at the same concentration, it was pos- | 
sible to grow M. audouini in media con- 
taining 0.54g. per milliliter. Two weeks 
after this strain was transplanted to the 
study series of tubes, growth was noted on 
the tube containing 1.0ug. per milliliter. The 
strain which had not been previously ex- 
posed failed to grow in concentrations in 
excess of 0.25ug. per milliliter. This organ- 
ism has been remarkably sensitive to griseo- 
fulvin in vitro, but apparently develops 
resistance to the drug on prolonged exposure ~ 
in slowly increasing concentrations. 

Microspgrum Canis.—When a pure strain 
of this organism is planted on griseofulvin- 
containing media, growth is noted in con- 
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7 VITRO RESISTANCE STUDIES 


Pniations of 1.04g. per milliliter. When a 
previously exposed strain is planted on an 
- identical series of tubes, growth is not in- 
hibited at 254g. per milliliter. 


RA Remarks 

em ey dermatophyte tested in this series 
showed some tendency to develop resistance 
to griseofulvin i in vitro. Obj ections to trans- 
sing these results to in vivo speculations 


ire as follows: 

1. Because of the insolubility of the drug in 
media the entire study must be repeated, using 

liquid media to insure adequate exposure of the 

organism to griseofulvin. 

2. It must be shown that the resistant strains 
are capable of causing infection in laboratory 
animals, and that the resultant infection will not 

respond to griseofulvin or require significantly 
s dosage to effect a cure. 






_ 3. The size of the transplant, and the inclusion 
of cuticle of media may play a role in apparent 
development of resistance. 
_ Growth differences of dermatophytes in 
the same concentrations of griseofulvin in- 
dicate that clinical response to griseofulvin 
therapy has little or no relation to the in 
vitro response of the organism. 
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Robinson et al. 






























In view of the relatively large concentra- | 
tions in which these organisms are capable — 
of growing in vitro, and the small amounts 
which are detectable as blood concentrations — A 
when the drug is systemically administered, 
it is probable that therapeutic response to thes 
drug does not depend. on blood level. 
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Trichophyton mentagrophytes, 
phyton rubrum, Trichophyton tonsurans, — 
Trichophyton schoentelti, Epidermophyton — = 
floccosum, Microsporum audouini, and Mi- 
crosporum canis apparently developed resist- 
ance to griseofulvin in vitro when expos ox 
to the drug in increasing concentrations. 


Tricho- 


gui 


This preliminary study, using modifie Be 
solid Sabouraud media, must be corrobo- 
rated, using liquid media. — A - Ex x 

The existence of resistant strains iz 
dermatophytes 1 in vitro offers the eo = 
that in vivo resistance may develop. ee he ge 

There is no apparent relation of i in vivo — 
response and in vitro response to the drug. a ee: 


1004 N. Calvert St. (2). 
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Studies Concerning the Development of Resistance to 


Griseofulvin by Dermatophytes 


STANLEY A. ROSENTHAL, Ph.D., and REVA S. WISE, B.A., New York 


Since the initial studies of Gentles ! 
demonstrated the clinical efficacy of griseo- 
fulvin in the treatment of experimental ani- 
mal mycoses, there has been rapid application 
of this drug in the treatment of human 
dermatomycoses. In fact, its value in the 


-management of many human superficial 


fungous infections has been too well docu- 
mented to require further reiteration. As 
with any new medication, fuller evaluation 
must be held in abeyance until long-term 
studies have been completed with large num- 
bers of patients. Among the many questions 
which remain unanswered, the possibility of 
delayed, undesirable side-reactions in per- 
sons receiving griseofulvin therapy, and the 
emergence of strains of griseofulvin-resist- 
ant fungi from subjects under treatment, 
certainly must be considered. 

Unpublished observations in our depart- 
ment ®? have indicated that a number of pa- 
tients with dermatomycoses being treated 
with griseofulvin, after showing an initial 
satisfactory clinical response, failed to evi- 
dence further improvement on continued 
treatment at the same dosage. These clinical 
observations suggested a possible increased 
resistance to griseofulvin by the fungi. 

This report is based on experimental 
studies which were undertaken to investigate 


Submitted for publication Jan. 18, 1960. 


From the Department of Dermatology and 
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Presented at the International Symposium on 
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Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 
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the problem of griseofulvin-resistance in 
fungi. 


A. In Vitro Studies 


1. Development of Resistance to Griseo- 
fulvin by T. Rubrum and M. Canis.—Our 
first study involved an attempt to develop 
griseofulvin-resistant strains of fungi by 
growing them in vitro in the presence of this 
drug. 

This was done by adding stock solutions of 4% 
or 0.5% griseofulvin* in N,N’-dimethylformamide 
(Eastman) to sterile, melted, Sabouraud-cyclo- 
heximide-chloramphenicol agar * which resulted in 
final concentrations ranging from lyg/ml. to 
20ug/ml. A control agar was similarly prepared 
by adding the solvent, but no griseofulvin. After 
thorough mixing, the agar was poured into Petri 
dishes and allowed to solidify. The plates were in- 
oculated with teased portions of recently isolated 
cultures of fungi, about 1 mm. in diameter, and 
incubated at room temperature. After three 
weeks of incubation, a portion of the culture from 
the plate containing the highest concentration of 
griseofulvin which evidenced visible fungous 
growth was inoculated onto agar containing vary- 
ing concentrations of griseofulvin, as before. The 
process was repeated for two or more transfers. 
Simultaneously with each titration of culture ma- 
terial appearing on the griseofulvin agar plates, 
the growth on the control plate, containing no 
griseofulvin, was also titrated. 


Results and Comment: Tables 1 and 2 
show the progressive ability of two strains 
of T. rubrum and one strain of M. canis to 
grow in higher concentrations of griseo- 
fulvin. T. rubrum, Strain 1, was completely 
inhibited by 7ug/ml. or less if it had never 
been in contact with griseofulvin. This 
strain showed no marked increase in resist- 
ance during two generations on griseofulvin 


* The griseofulvin used in this study was sup- 


plied by Dr. Gavin Hildick-Smith, Johnson & 
Johnson, New Brunswick, New Jersey. 
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RESISTANCE DEVELOPMENT—DERMATOPHYTES 
Gsi T 
i TABLE 1.—Development by T. Rubrum of in Vitro Resistance to Griseofulvin 
i Previous Concentration of Griseofulvin, ug/M1. 

_ Contact with 
_ Griseofulvin 0 1 2 3 4 6 7 8 9 10 12 16 20 
Strain 1 

None + + + + 0 0 0 0 0 0 0 0 0 0 

_ None + + + ~ + + 0 0 0 0 0 0 0 0 

- None + + + + 0 0 0 0 0 0 0 0 0 0 
- None -H -+ + ES = = = 0 0 0 0 0 0 
 8yg/ml. + + + aE + + + + 0 0 0 0 0 0 

8, 7ug/ml. + + + + + + + 0 0 0 0 0 0 0 

3, 7, 6ug/ml. + + + + E E + + TE + + Ort Ae: ce oe 

3,7, 6, 104g/ml. + + + + + + + a + + + Bis ies hae 
Strain 2 moe ry rs 

_ None + + + 0 0 0 0 0 0 0 eee s O 0 
- None + + + + + + 0 0 0 Oe Be 8 DN 
- 2ug/ml. + nf: + + + 0 0 0 0 St See 0 0 
2, 4ug/ml. + + + “ff of + + Ss a a + + + 0 A 
a) 3 ” r 
- Growth of T. rubrum on griseofulvin agar after three weeks of incubation. : Tá 


agar, but by the third generation it was able 
to grow in the presence of 1Oug/ml., and 
after four transfers it was not completely 
inhibited by 20ug/ml., an approximately 
threefold increase in resistance. 

Strain 2 of T. rubrum was induced to 
grow on 12yg/ml. of griseofulvin agar after 
only two passages on griseofulvin agar, while 
it was completely inhibited by 6ug/ml. or 
less with no previous contact with this drug. 

Similar observations were made with a 
single strain of M. canis (Table 2). 
_ It is quite obvious that an increased in 
vitro resistance to griseofulyin can be in- 
duced in T. rubrum and M. canis by cul- 
turing the fungi on griseofulvin agar. 
2. Effect of Subculture on Griseofulvin- 
Free Agar on a Resistant Strain of M. 
Canis.—M. canis, which had been made 
resistant by several subcultures on griseo- 
fulvin agar (see Table 2), was used in an 


attempt to reverse the griseofulvin resistance. 
This strain, which had been induced to grow 
in the presence of 20ug/ml. of griseofulvin, — 


was subcultured seven times on Sabouraud-. 


cycloheximide-chloramphenicol agar. Each | 


subculture was incubated for 4 to 21 days at 
room temperature before being transferred. 
At the time of transfer, the subculture was 
also titrated against dilutions of griseofulvin 
and read after one week’s incubation at room 
temperature to see if any decrease in in 
vitro resistance to griseofulvin could be 
noted. 

Results: As can be seen in Table 3, during 
the first five subcultures on griseofulvin-free 
agar there appeared to be a gradual diminu- 
tion in the ability of the M. canis culture to 


grow in the higher concentrations griseo- 


fulvin. However, when the subcultures were 


continued for two additional generations on 


griseofulvin-free agar there seemed to be a 


TABLE 2.—Development by M. Canis of in Vitro Resistance to Griseofulvin 
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Concentration of Griseofulvin, ug/M1. 
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+ + + + 0 0 0 0 0 0 0 0 0 0 
T F + ot + 0 0 0 0 0 0 0 0 0 
ea T = + $ 0 0 0 0 0 0 0 0 0:4" 
+ = + a + + = $ 0 0 0 0 0 ws 
+ + + + A + + 0 0 0 0 0 0 0 
f + aN + A a + Tt = a FS as + + + 
3, 7, 6, 204g/ml. JE e t- t +- > +> T + Eo + + iia Wb + 
= Growth of M. canis on griseofulvin agar after three weeks of incubation. Ae i 
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4 Gece ES S A M.A ARCHIVES OF DERMATOLOGY — 
ee TABLE 3—Growth of a Resistant Strain of M. Canis on Griseofulvin Agar After 

AR Subculturing on Griseofulvin-Free Agar 

3 : No. Generations 

ey Grown on Concentration of Griseofulvin, ug/M1. 

SA : Griseofulvin-Free ~ 

E Agar: 0 1 2 3 4 5 6 7 8 9 2 2% f+ 

a 0 ee a ne ae eo 

a 1 ee ee E ee, O E a a E S S, E y. 

i 2 ee ear Se ee oe ee S O E Se Sy ress 

a 3 ae Re ES Sg E L a VE uaaa Pia 0 0 0 0 0 5 

Z 4 Not done 

v 5 + + + + ++ + 0 0 0 0 0 0 0 0 

g: 6 C + > E A E Oe Pere te E Ee OF 0 

7 Eo eee E a Te ee o es a ed 

p 

=~ rather abrupt reversal of this trend, and the same whether the resistant or nonresistant 
ie cultures again grew on higher concentrations. strain of fungus was used for inoculation. 
‘ hea . . 
aa Erythema and edema started to subside in 
ee B. Guinea Pig Studies 17-20 days after inoculation, leaving thick, 

ee i i 3 5 a . ° e . 
es 1. Treatment of Guinea Pigs with Griseo- white crusted lesions which persisted during 
= fulvin After Infection with Resistant and the entire three-week observation period (31 
a Nonresistant Strains of M. Canis.—Ten days after inoculation). 
Ag guinea pigs were infected with a nonresist- In infected animals treated with griseo- 
a ant strain of M. canis (completely inhibited fulvin, no differences in clinical response be- 
xs for three weeks by 5ug/ml. of griseofulvin tween animals infected with the in vitro- 
a in vitro), and ten other guinea pigs with a resistant or nonresistant strain could be 
i strain which became resistant following re- noted, whether the animals were being 
E peated subculture on griseofulvin agar (not treated with 30 or 60 mg/kg. 

Ea ° . eqs r ° + 2 x : 

= entirely inhibited in vitro by 20ng/ml.). Clinical improvement was essentially the 
E Infection was accomplished by placing same as previously described with the two 
ea culture material on a lightly scarified area dosages of the medication employed.® All 
3 J of the animals flanks and applying a pres- animals exhibited less erythema and scaling 
E sure aoea E 72 hours. The inoculated -fter four days of treatment, and all were 
E Sites were thereafter left uncovered. _ Clinically cured within two to three weeks of 
= Ten days after the exposure to fungi, the onset of therapy. As was observed in 
E woen the resulting lesions were clinically pur previous report, Wood’s light and cul- 
= well developed and fluoresced under the tural examinations were almost always posi- 
E Woodďd’s light, feedings with griseofulvin ,. . 
z : tive even after clinical cures had been 
a were started, using a 30 mg/ml. water effected : 
= suspension. Four animals in each group ae : ; 

a were force-fed 60 mg. of griseofulvin per 2. In Vitro Resistance to Griseof ulvin of 
E kilogram, three received 30 mg/kg., and /solates of M. Canis from Guinea Pigs In- 

E three were fed distilled water. Feedings fected with in Vitro Resistant and in Vitro 
a were done five times a week with a two-day Nonresistant Strains.—After one week of 

ae rest at weekends, for a total of three weeks. griseofulvin therapy, cultures were obtained 


The infected areas were inspected three 
times a week, and both the Wood’s light and 
cultural examinations were done at weekly 
intervals. 






Results and Comment: The clinical course 
_ of infection in untreated guinea pigs was the 
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using Sabouraud-cycloheximide agar * from 
the guinea pigs which had been infected with 
the in vitro resistant and nonresistant strains 
of M. canis. When the cultures were 10 
days old, they were titrated against dilutions 
of griseofulvin in Sabouraud-antibiotic agar. 
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RESISTANCE DE VELOPMENT—DERMA TOPHYTES EI a 
s TABLE 4—Growth of Sensitive and Previously in ; Vitro” Resistant M. Canis Strains 
et on Griseofulvin Agar After Reisolation from Infected Guinea eos å 
In Vitro 


Resistance to Treatment of 


Isolated Griseofulvin of Animals with 

_ From Strain Used Griseofulvin, — 
Animal: for Infection Mg/Kg. 0 1 2 
1 Sensitive * 0 + + + 
2 Sensitive 0 + 0 0 
5 Sensitive 30 + + + 
6 Sensitive 30 + + + 
7 Sensitive 30 + + + 
8 Sensitive 60 + + + 
9 Sensitive 60 5 ae he a 
10 Sensitive 60 + + 0 
13 Resistant t 0 + + + 
17 Resistant 0 T + + 
19 Resistant 30 + aa Es 
20 Resistant 30 s ie E s 
21 Resistant 60 E TET ae 
22 Resistant 60 + + + 
24 Resistant 60 + + sje 


_* Completely inhibited for three weeks by 4ug/ml. of griseofulvin; 


These plates were read after three weeks’ 
incubation at room temperature. 

Results and Comment: The data presented 
in Table 4 indicate that the two strains, re- 
isolated from infected guinea pigs, had equal 
in vitro resistance to griseofulvin. Varia- 
tions in resistance among the isolates were 
noted, but appeared to be similar among both 
groups of isolates. Of particular interest 
was the observation that the resistant strain 
had apparently lost its induced in vitro resist- 
ance to griseofulvin during the time it was 
growing in the guinea pig and/or sub- 





Concentration of Griseofulvin, ug/M1. 


3 4 5 6 7 8 E a 12 “485-08 
TATT 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 0 0 
+ +i+- + 0 0 0 0 0 0 0 
+ + + 0 0 0 0 0 0 0 0 
+ + + + + + + 0 0 0 0 
+ + 0 0 0 0 0 0 0 0 A 
0 0 0 0 0 0 0 0 0 0 0 
0 0 oO 0 0 0 0 0 0° 28 
HF Ae S e ae a 0 0 0 0 0 
+ + + + + 0 0 0 0 0 G4 
+ 0 0 0 0 0 0 0 0 0 07 
+ + 0 0 0 0 0 0 0 0 0 
= 0 0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 0 0 
+ + 0 0 0 0 0 0 0 0 0 


t Grew in presence of 20ug/ml. of griseofulvin in one week. 


cultured once on griseofulvin-free agar. The 
apparent loss of resistance occurred whether 
or not the infected animal was receiving 
griseofulvin. 


C. Studies with Fungi Isolated from Man 


Cultures were obtained from nine subjects 
who were receiving griseofulvin therapy for 
fungous disease of the skin or hair. All cul- 
tures were inoculated onto plates of agar 
containing varying dilutions of griseofulvin 
and were incubated at room temperature for 
two weeks. 


TABLE 5.—Growth on Griseofulvin of Dermatophytes Isolated from Patients 
Being Treated with Griseofulvin 





Min. Inhibitory 


16 





i Total Dose 
- Subject Organism of Griseof., Gm. 
T. rubrum 0 
SPA T. rubrum 14 
MIR T. rubrum 35 
; T. tonsurans 0 
MAIA T. tonsurans 20 
 MAIA T. tonsurans 29 
— ‘MAIR T. tonsurans 9 
MAIR T. tonsurans 18 
woo T. tonsurans 75 
a RIO T. tonsurans 10 
sas M. audouini 0 
Fi HAR M. audouini 42 
ae GAR M. audouini 7 
ae. hed N . 
ak ANE M. canis 0 
AMA M. canis 7 
wae 


ag 








Concentration, ug/ M1. Clinical Status 
1-3 (11 strns.) 
2 Improving . 
3 Static after init. improvement 
3-6 (6 strns.) } j y 
3 Clinically cured S405 
3 Clinically cured - 
3 Clinically cured i 
4 Clinical recurrence 
3 Cured 
6 Improving 
1 (7 strns.) 
1 Almost cured 
1 Improving 
4-6 (3 strns.) 
10 Improving 
89/687 
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Results and Comment: An inspection of 
Table 5 shows that it was very difficult to 
demonstrate any apparent increase in griseo- 
fulvin resistance in isolates from patients 
during, or after completing, griseofulvin 
therapy. Isolates of T. rubrum from two pa- 
tients, T. tonsurans from four patients and 
M. audouini from two patients showed the 
same in vitro resistance as did strains from 
patients who had never received griseofulvin. 
These patients had received a total of 7-75 
gm. of griseofulvin at the time that the 
isolations were made. It is important to note 
that those subjects who were clinically 
“static” or were having clinical recurrences 
after treatment was stopped yielded fungi 
whose in vitro resistance to griseofulvin was 
no higher than those who were clinically 
improving. 

In one instance, a culture of M. canis was 
isolated from a patient who had received 
a total of 7 gm. of griseofulvin. This culture 
was slightly more resistant in vitro than 
three strains of M. canis isolated from pa- 
tients before initiation of therapy. How- 
ever, this subject was clinically improving 
at the time the culture was taken- and even- 
tually went on to complete mycologic and 


clinical cure with no increase in dosage of- 


griseofulvin being necessary. =~ 


General Comment 


The problem of the development of resist- 
ance to antibiotics by pathogenic micro- 
organisms has been of constant concern to 
the medical profession. By means of re- 
peated culture of two species of derma- 
tophytes on griseofulvin agar, it has been 
possible to increase the in vitro resistance 
at least threefold. Furthermore, strains of 
T. rubrum and M. canis have been developed 
which were not completely inhibited at con- 
centrations of griseofulvin approaching its 
maximum solubility limits. In vitro attempts 
to reverse the increased resistance have not 
succeeded, but M. canis, previously resistant 
in vitro to griseofulvin, was found to have 
lost its resistance after one passage through 
a guinea pig. The resistant and nonresistant 
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M. canis strains produced clinically identical 
infections, and lesions caused by either strain 
responded similarly to treatment with either 
two or four times the minimal curative dose 
of griseofulvin. Cultures from patients on 
griseofulvin have shown no increased in 
vitro resistance to the drug. 

Although it has been possible to increase 
the resistance of some fungi to griseofulvin 
in the test tube, it must be emphasized that, 
to date, no evidence has been obtained, either 
in animal experiments or in humans, that 
such an alteration occurs in vivo. 


Summary 


Trichophyton rubrum and Microsporum 
canis have been found to develop increased 
resistance to griseofulvin following repeated 
subcultures on griseofulvin-containing agar. 
This resistance was not lost on subsequent 
subcultures on griseofulvin-free agar. 


Guinea pigs infected with resistant and 
nonresistant M. canis strains developed the 
same kinds of infection with an identical 
course, and responded equally well when 
treated with 30 to 60 mg/kg. of griseofulvin. 
Isolates from animals infected with a resist- 
ant strain appeared to have lost their in vitro 
resistance. 

Isolates from human subjects receiving 
griseofulvin therapy have shown no in- 
creased in vitro resistance to the antibiotic. 


Department of Dermatology and Syphilology, 
New York University Post-Graduate Medical 
School, Skin and Cancer Unit, University Hospital. 
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ABSTRACT OF DISCUSSION 


Marion B. SuLzBercer, M.D., New York: Dr. 
Rosenthal’s results indicate that a relatively small 
increment of resistance can be produced in vitro 
by repeated exposure of dermatophytes to culture 
media containing ascending concentrations of 
griseofulvin. But his results showed also that this 
resistance is probably of no clinical significance. 
For this acquired in vitro resistance does not in- 
fluence the type of course of the infection in 
guinea pigs, nor the response of the guinea pigs’ 
infection to griseofulvin therapy. That is, guinea 
pigs infected with strains which have acquired 
some in vitro resistance respond exactly as well 
to all griseofulvin therapy as do the animals in- 
fected with strains that have no acquired resist- 
ance in vitro to the antibiotic. 

Moreover, isolates cultured from guinea pigs 
which have been infected with resistant strains 
are no longer resistant when exposed to griseo- 


Rosenthal—W ise 
a rent aa Sess. es Cae aa 


fulvin in vitro—i.e. the original resistance acquired 
in vitro is lost during the animal infection. 

Furthermore, strains of Trichophyton and 
Microsporum isolated from human beings while 
under effective griseofulvin therapy showed no 
increased resistance, nor were there any differences 
in the sensitivity of isolates from patients whose 
lesions were responding and those whose lesions 
were not responding to griseofulvin therapy in re- 
gard to the in vitro resistance to this antibiotic. 

All of these results will, when extended by Dr. 
Rosenthal and confirmed, lead to the conclusion 
that there is no evidence of resistance to griseo- 
fulvin developing to any degree or to a permanence 
which is likely to be of any clinical significance 
whatsoever. 

Since, as Dr. Campbell has stated, variations 
in the temperature at which the cultures of fungi 
are grown can strongly influence their sensitivity 
or resistance to griseofulvin, I would ask Dr. 
Rosenthal please to tell us how he controlled 
this temperature factor in studying the in vitro 
resistance of his cultures? 

Dr. ROSENTHAL (closing): No attempt was 
made to control the temperature during the in vitro 
studies. In each instance culture was done at room 
temperature. 
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Parenteral Administration of Griseofulvin in 
_ Experimental Dermatophyte Infections 
a EUGENE R. L. GAUGHRAN, Ph.D.; FREDERICK H. GRUTTER, Ph.D., and HAROLD E. SWARTZ, M.S., 


New Brunswick, N.J. 


In view of the apparent ease with which 
griseofulvin appears in the keratin layer of 
= the skin after oral administration,’ an in- 
; vestigation of several parenteral routes of 
-~ administration was carried out. Administra- 

tion of varying dosages of the drug intra- 


= muscularly and subcutaneously was studied. 
a Materials and Methods 

ae The preparation of griseofulvin employed for 
Ee most of this study was a 20% suspension in peanut 
a oil. A 20% suspension in distilled water contain- 


T ing 0.5% Tween 60 was also tested. For the 
e; control oral experiments, griseofulvin was admin- 
l istered by capsule. 

eg All of the animals employed were white male 
EE guinea pigs ranging in weight from 400 to 500 gm. 
i Animals were infected by rubbing a heavy spore 


Bg suspension of the dermatophyte onto the previously 
— shaved and slightly abraded side of the guinea pig. 
<a As a means of indicating maintenance of 
T griseofulvin level in the skin, infection attempts 


S were made on alternate sides of the animals 
LA at 4, 7, 14, and 21 days after a single dose of drug. 


= These animals were then examined daily for the 
2 usual signs of infection. In the case of therapeutic 
oe trials, parenteral injections were administered at 
e three or four days post infection, Intramuscular 
i S injections of griseofulvin were made into the 


quadriceps group of muscles. All experiments were 
performed using three animals per determination. 


The dermatophyte used throughout the study 
was Trichophyton mentagrophytes (Strain R). 
= The organism was grown 1 on Sabouraud dextrose 
agar slants for seven days at % 28C. At the end 

ions were prepared 


Of this SEO, spore suspe pe ns 














ae 


ie oe ag PS ics sponsored by 
$ the University of Miami Department of Medicine, 
aE Division of Dermatology, Jackson Memorial Hos- 
a pital, Miami, Fla., Oct. 26-27, 1959. 
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by flooding the surface of the slant with sterile 
water and gently dislodging the spores with a 
pipette tip. The resulting suspension was filtered 
through several layers of gauze and standardized 
by direct microscopic count and dilution to 
30,000,000 spores per milliliter. 


For assay of griseofulvin blood levels, a new 
technique was employed.** This assay is based on 
different rates of growth (as evidenced by colony 
size) of Trichophyton mentagrophytes growing 
on solid agar containing varying amounts of 
griseofulvin. A circular plug of agar was cut 
from the center of a series of Sabouraud dex- 
trose agar plates containing control guinea-pig 
blood (no griseofulvin) plus varying known amounts 
of griseofulvin (0.04ug/ml.-1.0ug/ml. agar). The 
same was done to plates containing unknown blood 
samples from medicated animals. These holes were 


pe re 


Persistence of Griseofulvin in the Skin 
After a Single Dose * 





Griseofulvin First Signs of 
Dosage, Infection, Days 
Route Mg/Kg. Post Administ. 

Subcutaneous 500 18 
(peanut oil) 250 14 
125 12 
50 7 
25 T 
Intramuscular 500 25 
(peanut oil) 250 19 
125 14 
50 12 
25 7 
Subcutaneous 500 13 
(water) 250 8 
125 7 
50 7 
Oral 500 7 
60 7 

Control 0 Ti 








* Infection attempts at 4, 7, 14, and 21, days post administra- 
tion. + These animals were inoculated with spores four days — 
after the medicated animals received the drug. The normal incu- 
bation period before visible signs of infection appears is three 
days. 


PARENTERAL—EXPERIMENTAL INFECTIONS 





Fig. 1—Untreated control. Appearance of animal 
10 days post infection. 


all filled with an agar spore suspension of Tricho- 
(Strain R). 


for three to five days at 


phyton mentagrophytes The plates 
were then 


28 C and then the diameters of the formed colonies 


incubated 


measured. By the use of a standard curve con- 
structed by plotting colony diameter versus 
griseofulvin concentrations, the blood levels of 


drug could be established. 


Results 
When a single dose of griseofulvin in 
peanut oil was administered subcutaneously, 
the persistence of the drug in the skin, as 


Fig. 3—Single subcutaneous dose of griseo- 
fulvin, 500 mg/kg., administered three days post 
infection. Appearance of animal 10 days post infec- 
tion. 





Gaughran et al. 











Fig. 2—Single intramuscular dose of griseo- 
fulvin, 500 mg/kg., administered three days post 
infection. Appearance of animal 10 days post infec- 
tion. 


measured by the absence of infection, was 
dependent on the dose. The same was true 
when the antibiotic was given intramuscu- 
(Table). The intramuscular’ route 
consistently gave an extended release of 


larly 


griseofulvin. The aqueous suspension was 
tried subcutaneously and it was found that 
skin levels dropped much more rapidly 
(Table). In animals receiving a single oral 
dose of as much as 500 mg/kg., a challenge 
at four days resulted in visible signs of 
infection at seven days. This is the normal 

Fig. 4—Oral treatment with griseofulvin, 30 


mg/kg. daily from the 3d to 10th post infection 
day. Appearance of animal 10 days post infection. 
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Fig. 5—Single intramuscular dose of griseo- 
fulvin, 500 mg/kg., administered four days post 
infection. Appearance of animal 10 days post infec- 
tion. 


incubation period observed in control ani- 
mals receiving no griseofulvin. At the 
maximum parenteral dose level with the 
griseofulvin suspended in oil, no drug was 
detected in the blood by the Trichophyton 
mentagrophytes assay technique. This 
method was clearly able to detect antibiotic 
blood levels in animals receiving a 30 mg/kg. 
oral dose. 

In the therapeutic trials, it was found 
that a single intramuscular or subcutaneous 


Fig. 6—Single subcutaneous dose of griseo- 
fulvin, 500 mg/kg., administered four days post 
infection. Appearance of animal 10 days post infec- 
tion. 
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A.M.A ARCHIVES OF DERMATOLOGY 


dose of 500 mg/kg. given at 3 or 4 days 
post infection was as effective in improving 
the appearance of the lesion as administra- 
tion of 30 mg/kg/day orally from 3 or 4 to 
10 days post infection (Figs. 1-7). No ad- 
verse effects were noted in any of the ani- 
mals at the site of the injections. However, 
large amounts of griseofulvin were pres- 
ent. In the case of the 500 mg/kg. sub- 
cutaneous doses, over 30% of the antibiotic 
was still present after two weeks. 





Fig. 7.—Oral treatment with griseofulvin, 30 
mg/kg. daily from the 4th to 10th post infection 
day. Appearance of animal 10 days post infection. 


Comment 


It is evident from this work that intra- 
muscular and subcutaneous administration 
of griseofulvin in peanut oil allows for sus- 
tained release over a long period of time 
into the keratin of the skin and hair. Ap- 
parently the water suspension of griseoful- 
vin is released into the body faster, and 
consequently the keratin level drops off con- 
siderably faster than in oil suspension. 

Therapeutically, the parenteral route of 
administration gives results against the ex- 
perimental infection that are comparable 
to those obtained when griseofulvin is ad- 
ministered orally. This may mean that the 
efficiency ‘of transport of griseofulvin from 
the injection site to the lesion is greater 
than from the alimentary tract. 
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k E emel low levels 


| From the blood assay results we know 


t after parenteral administration only 
(undetectable) of 


griseofulvin are in the circulation. Also, 
large quantities of antibiotic are left un- 
used at the site of injection. It would seem 
that after further work designed to develop 


a suspension system allowing the optimal 


rate of absorption, the parenteral route of 
administration could allow for a consider- 
able conservation of drug. Also, in some 


situations, the necessity for less frequent 
and controlled administration would be de- 


sirable. This would be particularly true in. 
the veterinary field. 


Summary 


ie Griseofulvin, when administered intra- 


-muscularly or subcutaneously in an oil sus- 


= J» 
on Aube 


pension, is released over a long period of | 
time in a sustained manner. Therapeutically, 
a single injection of this material sub- q 
cutaneously and intramuscularly was found ~ 
to cause the same response as the maximum 
achieved on oral administration. 
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Laboratory Experiences with Griseofulvin 


J. SCHWARZ, M.D., and J. K. LOUTZENHISER, M.D., Cincinnati 


Sensitivity tests with griseofulvin were 
generally speaking in agreement with pub- 
lished data,’ but a variation was introduced 
in this laboratory by testing the drug simul- 
taneously with penicillinase in order to 
establish whether it would be inactivated by 
this enzyme. No influence was found on 
incorporation of penicillinase into griseoful- 
vin-containing media.” 

Submitted for publication Jan. 18, 1960. 

From the Laboratory of Mycology, Cincinnati 
General Hospital (Departments of Dermatology 
and Pathology) and Clinical Laboratories, Jewish 
Hospital, Cincinnati. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959, 


Influence of Oral Griseofulvin on the Weight 
of Infantile Mice 








% Wt. Increase 
over Init. Wt. 


-————— Sh, 


After After 


Mg. Griseofulvin 
Intake per Kg. of 
Actual Weight 


No. of Initial 


per Day Animals Wt., Gm. 10 Days 20 Days 
(Controls) 50 16.1 10 40.5 
15.5 50 16.2 33.3 40 
125 25 18.8 13 17 
1350 50 17.4 0 7.5 





In order to study the mechanism of the 
curling factor, colonies of dermatophytes 
were permitted to develop on solid media 
(Sabouraud’s dextrose agar). Small amounts 
of griseofulvin powder were then deposited 
on the surface of the agar, a few millimeters 


Fig. 1—Small doses of griseofulvin (15 to 66 mg/kg/day) do not interfere with develop- 
ment of growth in infantile mice. After 20 days the weight increase is close to 40% in this 
group and the controls. A dose of 125 mg/kg. is already inhibiting growth moderately, and 
1,350 mg. severely (left half of chart). If weights are plotted at 10-day intervals it becomes 
apparent that small doses of griseofulvin actually produce accelerated growth (right half of 


chart). 
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Fig. 2—Rats for three to four weeks on griseofulvin (20.7 mg/kg/day) delivered normal 
offspring. The chart shows the number and size of the litters per cage of four females 
comparing controls with griseofulvin-fed animals. There was no significant difference in 


fertility between the two groups. 
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distant from one side of the colony. Within 
a few hours, depending on the distance be- 
tween the griseofulvin powder and the 
colony, formerly straight hyphae first be- 
came wavy, then curled, clumped together, 
and looked as degenerated and dejected as 
can be. 

However, after a few days the colony 
revived and the fungistatic effect of griseo- 
fulvin obviously was overcome, since growth 
occurred not only locally, but also on top 
of the griseofulvin powder. We have not 
investigated how this inactivation of the 
griseofulvin occurs. This method lends itself 
very nicely to visual observation of the 
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curling factor since at different distances 
from the powder, various degrees of curling 
can be studied (Figs. 3-6, 9). 

Feeding experiments with mice were in- 
teresting insofar as huge doses (1,350 mg/ 
kg. of body weight per day) were of mark- 
edly toxic influence, inhibiting growth and 
normal development of the mice. Small 
amounts, however, (15-66 mg/kg/day) not 
only did not inhibit the normal develop- 
ment of mice, measured by the per cent 
gain of weight after two weeks, but pro- 
duced a marked increase of weight in the 
first ten dąys, very much superior to the 
weight increase observed in the “normal” 
controls. Which factors are responsible for 
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LABORATORY EXPERIENCES 


Fig. 5.—Curling of 
hyphae. 


this precipitous increase in weight when 
given small doses of griseofulvin escapes 
us, but similar experience has indeed been 
accumulated with broad-spectrum antibi- 
otics, but no uniform or satisfactory 
explanation has been found for this phe- 
nomenon. 

Small amounts of griseofulvin, given to 
rats (20.7 mg/kg. of body weight per day) 
which corresponds to approximately 1.5 
gm/70 kg. weight in humans, had no ob- 
served effect on the fertility. 

Rats of the initial weight of 163-263 gm. 
were put on this diet for ong week and 
then each male rat was joined by 4 female 
rats, each of which was heavier than 170 


Schwarz—Loutzenhiser 
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gm. They remained together for 24 days, 
receiving all the time a griseofulvin diet. 
On the 24th day, the males were removed 
and killed, and examination of the testes 
showed no abnormalities, and the other or- 
gans looked normal too. 

From the five cages, each containing one 
male and four females, a total of 16 preg- 
nancies was obtained in the group with 
griseofulvin, with 10 animals average per 
litter. 

In the control group, 17 pregnancies were 
obtained, with 10.8 animals per litter. One 
can safely say that there is no significant 
difference in the development of the off- 
spring in the controls as compared with the 
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Fig. 7.—Normal testicle 
of mouse with active 
spermatogenesis. Hema- 
toxylin and eosin stain. 
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Fig. 6—Clumping and 
degeneration of hyphae. 





Fig. 8—Completely in- 
active testis with atrophy 
of tubuli and epithelium. 
Compare litter-mate’s 
(Fig. 7) testis photo- 
graphed at same magni- 
fication. This toxic effect 
was the result of 1,350 
mg/kg. of griseofulvin 
per day fed for three 
to four weeks. This 
represents + 60 times the 
therapeutic dose used in 
man. Hematoxylin and 
eosin; reduced 5% from 
mag. X 150. 


~~ 


colony under influence of griseofulvin. 


Fig. 9—A, Developing colony of M. canis. Four dots 
placed on surface of agar in Petri dish. B, partial inhibition with asymmetrical development of 
C, the fungistatic effect ceases after a week; the 






















fungus grows even on top of the griseofulvin powder. 


treated rats. No abnormalities in the sense 
of congenital malformations were observed 
in any of the rats. 

If 1,350 mg/kg. body weight per day was 
given to mice, considerable to complete sup- 
pression of spermatogenesis was observed, 
but it must be pointed out that this indeed 
corresponds to approximately s»xtyfold the 
therapeutic dose used and recommended in 
humans. 
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Systemic Mycoses in Mice 


= C. W. EMMONS, Ph.D., Bethesda, Md. 

A Introduction 

N Since Gentles’ discovery + that griseoful- 
a. vin, an antibiotic isolated from Penicillium 
=- griseofulvum and studied 19 years before,? 
= was effective in shortening the severity and 


| duration of experimental dermatophytosis 
a in guinea pigs, this therapeutic agent has 
had remarkably prompt, thorough, and emi- 
-nently successful clinical trials. It is an ideal 
specific treatment for dermatophytosis be- 
Be, cause it is nontoxic at therapeutic doses, is 
E administered orally, and it accumulates in 
x fungistatic concentrations in the keratinized 
j tissues which are attacked by the dermato- 
== phytes.* Although griseofulvin is less active 
-in vitro against the fungi which cause sys- 
=~ temic mycoses than against the dermato- 


B phytes, tests of its therapeutic effect upon 
- experimental systemic mycoses were obvi- 
= ously indicated. 

3 aa Materials and Methods 

e v- General purpose, female, Swiss, white mice 


= weighing 17-20 gm. were infected by injection 
= intoa tail vein of cell or spore suspensions of 

fungi, using the type of mouse holder designed 
S by Feder* in this laboratory. The holder con- 
i sists of a plastic or stainless-steel box of con- 
E> venient size (e.g., 15 X30 X 15 cm. with a narrow 
V-shaped slot cut in one end. The slot should be 


a about 2 cm. wide at the top and should narrow 
E to about 4 mm. wide where it terminates, about 
& 1 cm. from the bottom of the box. 

ce Submitted for publication Jan. 18, 1960. 
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Failure of Griseofulvin to Control Experimental 


An attendant keeps a supply of mice in a 
second box, warmed by placing over it a desk 
lamp. Just prior to injection, he places a con- 
venient number of mice (10 in most of our 
experimental chemotherapy tests) in the slotted 
box. The operator, holding in his right hand a 
short, 2 ml. syringe fitted with a 27-gauge, 34 inch 
needle and loaded with the spore suspension, reaches 
with his left hand into the box, picks up a mouse 
by the tail, drops the mouse back into the box, 
while holding the full length of the tail outside 
the slot, injects 0.5 ml. of the suspension into 
a lateral tail vein, and places the mouse in the — 
jar or cage where it is to remain during the 
experiment. A skilled operator completes the en- — 
tire operation in only a few seconds, the method — 
is unusually clean and safe, the infected mice 
are handled by the operator only, and final clean-up 
with disinfectant (plastic) or autoclave (stainless | 
steel) is easy. s j 

In the standard chemotherapeutic test, mice — 
are inoculated with typical strains of fungi selected 
empirically for stability in the parasitic form 
when grown on cystein-glucose-blood agar at 37 C 
and for virulence. Arthrospores of Coccidioides 
are used to infect mice with experimental coc- 
cidioidomycosis. Some strains have been used for 
several years, but when a strain of a dimorphic 
fungus produces a mixture of yeasts and hyphae in 
37 C culture, or when the virulence of a strain de- 
creases, a new strain is selected. New strains are 
selected preferentially from recent clinical cases 
of mycoses. 



















For inoculum, yeast forms of Histoplasma and - 
Blastomyces are harvested by scraping the growth _ 
from cultures incubated three days on cystein- 
glucose-blood agar at 37 C into cold isotonic salt 
solution. Cryptococcus is harvested from two- or 
three-day cultures incubated at 37 C on the Em- 
mons’ modification® of Sabouraud’s medium (1% 
neopeptone, 2% glucose, 2% agar, pH 6.5-7) used 
in this laboratory for many years. Coccidioides 
arthrospores are harvested from the same medium 
after incubation at 30C for two to four weeks. 
Coccidioides «spores must be harvested only from 
slants or flasks. If a slant is used the tube may 
be held under a hood in an inclined position with 
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the lip of the tube just below the flame of a Comment 


- bunsen burner and with the agar surface facing 
down. Isotonic salt solution is pipetted slowly 
into the tube along the glass surface. Alternatively, 
saline can be injected slowly through the cotton 
stopper. The tube is then shaken or rolled, the 
arthrospore suspension is withdrawn to a sterile 
flask, and the arthrospore chains are further 
broken up by manual shaking or by forcibly pump- 
ing the suspension in and out of a pipette with an 
attached rubber bulb. Suspensions are filtered 
through sterile cotton or sedimented in graduates 
or long test tubes in the cold, if necessary to 
obtain suspensions of separated cells. 


The inocula were further standardized by spore 
or yeast cell counts in a Levy counting chamber 
and diluted to a predetermined level necessary to 
kill all inoculated and untreated mice between 
the 14th and 21st day post infection. For the 
strains currently in use, these infective fatal doses 
(each in 0.5 ml. of saline) are as follows: Histo- 
plasma, 5 X 10°; Blastomyces, 5 X 10°, and Crypto- 
coccus, 2.5 X 10° cells, and Coccidioides, 150 
arthrospores. 


Each treated group contained 10 mice. Treat- 
ment was begun 24 hours after experimental in- 
fection. In Experiment 1 mice were experimentally 
infected with Histoplasma capsulatum and Crypto- 
seoceus neoformans. The infecting dose was too 
=~ small to kill all untreated mice within the desired 
- three-week period, and treatment of the few sur- 
vivors was continued to the 21st day. Griseofulvin 
was administered three times per week. 


In two groups of 10 mice each the drug was 
given orally by cannula at levels of 10 and 30 
mg/mouse/dose. In two groups it was injected 
intraperitoneally at levels of 5 and 15 mg/mouse/ 
dose. In two groups it was injected intravenously 
at 1 and 5 mg/mouse/dose. 


In a second experiment mice were infected with 
H. capsulatum, C. neoformans, Blastomyces derma- 
titidis, and Coccidioides immitis. Four groups of 
10 mice each were given griseofulvin orally by 
cannula at a level of 20 mg/mouse/dose on a 5- 
day/week schedule. Ten mice with experimental 
histoplasmosis and 10 with cryptococcosis were 
given griseofulvin ad lib by placing in each box 
of 10 mice bread moistened uniformly with 100 
mg. griseofulvin in 20 ml. milk. No other food 
was given. 


Results 


None of the dosages or routes of admin- 
istration used protected mice by extending 
average survival time beyond that of con- 

trols or by clearing organs and tissues of 
the infecting fungi. 
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The infecting doses of fungi in these ex- 


periments were at a level which did not kill 
all mice within the desired 21-day period. — 
Therefore these tests of the efficacy of 
griseofulvin are considered especially favor- _ 
able for demonstrating any protective ac- — 3 
tivity of the drug if it exists. Despite these 
favorable conditions no protective action = 
was observed. A 


These results, while suggestive, do not E 
exclude the possibility that griseofulvin may 
have some therapeutic value in some of the 
“deep” mycoses of man. Latapi® and asso- 
ciates have reported encouraging results in 
clinical trials of griseofulvin in treatment of 
mycetoma caused by Nocardia brasiliensis — A 


and in sporotrichosis. They qualify their 
report by observing the necessity for fur- 


ther observation of their cases and for addi- 
tional clinical trials before final conclusions 


can be drawn. 


Summary 


Gentles’ demonstration of the remarkable 
ability of griseofulvin to control dermato- 


phytosis suggested that this antibiotic might 7 k : 
be effective in the treatment of Saar E 


mycoses. 


In a standardized therapeutic test griseo- “= j 


fulvin was administered in various doses to 


mice experimentally infected with Histo- = be 


plasma capsulatum, Blastomyces dermati- 
tidis, Cryptococcus neoformans, and 
Coccidioides immitis. The doses and routes 
of administration tested did not clear mouse — 
tissues and organs of the fungi and did not 
extend survival times of treated mice. 
Laboratory of Infectious Diseases, Public Health 


Service, U.S. Department of Health, Education, 
and Welfare (14). 
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A Report on Animal Experiments with Griseofulvin 


The Griseofulvin Content of Hair 


J. C. GENTLES, B.Sc., Ph.D., Glasgow, Scotland, and M. J. BARNES, B.A., Stoke Poges, England 


During the early experimental studies of 
the effect of oral griseofulvin on Micro- 
sporum canis ringworm in guinea pigs 
(Gentles, 1958)* it was observed that, ap- 
proximately seven days after the first treat- 
ment, the fluorescence under Wood's light 
had cleared from the base of infected hairs. 
Microscopic examination showed that the 
fungus was confined to the fluorescent por- 
tion of the hair, and investigation of large 
numbers of epilated hairs and of hairs 
cut longitudinally in skin sections revealed 
that in certain of them, the tips of some of 
the fungal hyphae were malformed in a 
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manner which was reminiscent of the effect 
of griseofulvin on susceptible fungi (Fig. 
1). Because of this, and because the 
length of the uninvaded basal portions of 
the hairs (Fig. 2) corresponded approxi- 
mately to the growth in length expected 
during the treatment period, it was pos- 
tulated that griseofulvin given orally is 
incorporated in some way in the keratin 
formed during treatment and thus renders 
it resistant to fungal invasion; that it be- 


haves exactly as Wilson (1955)* prophesied- 


the ideal antifungal drug would act. 
Additional support for this theory was 
obtained from an investigation of guinea 
pig hair which had grown during a period 
of 23 days when the animals were receiving 
daily doses of 30-40 mg/kg. oral griseoful- 


vin. From 1 gm. of the hair of these animals 


Sug.-6ug. of a substance with griseofulvin- 
like activity, and which we assumed to be 
griseofulvin, were extracted (Gentles, 
Barnes, and Fantes, 1959)5 (Table 1). 


Fig. 1.—Skin section show- 
ing “curling” of Micro- 
sporum canis hyphae in the 
hair of guinea pig treated 
with oral griseofulvin. 
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Fig. 2.— Skin section 
showing uninfected basal 
portion of hair; 4 days 
treatment with griseoful- 
vin. A, Magnification 
X 175; B, higher magni- 
fication of hair end— 
X 650 (both photos re- 
duced 33% from original 
magnification). 


About half of it was obtained by washing 
in cold water and the remainder by boiling 
in methanol. Neither of these methods is 


TABLE 1.—Griseofulvin Content of Guinea Pig 
Hair Treated 30-40 Mg/Kg. Griseofulvin 





Daily 
Griseofulvin (ug.) per 
Gram of Hair 
(Alternaria Assay) 
Fraction Control Treated 
Combined 3 water washes a 0 2.8 
4th water wash b 0 0 5.6 
Combined 3 methanol extract ec 0 vA gh Pete 
4th methanol extract d 0 0.1 
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A.M.A ARCHIVES OF DERMATOLOGY 


sufficient to break a chemical bond and it 
seemed clear that the resistant property of 
ketatin formed during oral treatment with 
griseofulvin resulted from the deposition 
in the keratin of an antifungal substance 
which is probably unchanged griseofulvin. 

Although the accuracy of the method was 
not known, these preliminary results sug- 
gested the possibility of further investiga- 
tions of a similar nature. An experiment 
was therefore designed to investigate the 
life of griseofulvin in the hair, a factor 
which maybe important in relation to pro- 
phylaxis and to reinfection. 
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ANIMAL EXPERIMENTS—HAIR 

The hair of a number of guinea pigs 
was clipped close to skin level as in the first 
experiment and the animals divided into 
four groups. Three of the groups were 
given 20 mg/kg. of griseofulvin daily. In an 
attempt to increase the griseofulvin to hair 
ratio the animals were reclipped five days 
after the first treatment. It was considered 
that the growth of hair during this period 
would be approximately equal to the portion 
of the hair which was below the cutting 
level when treatment was started and that 
it would therefore not contain griseofulvin. 
Of the three treated groups, two were 
- treated for 14 days, and from one of them 
the hair was clipped immediately for assay. 
It was intended that the other group should 
not be clipped until the end of the fourth 
week but for reasons outside our control 
_ the animals had to be clipped at the end of 
the third week. The hair from the remain- 
ing treated group was taken for assay at 
the end of the four weeks’ treatment period; 
the control animals were also clipped at 
_ this time. The results are shown in Table 2. 
The various extract fractions were assayed 
separately as before and a Microsporum 
canis assay (Muggleton, 1959)® was used 
in addition to the Alternaria solani method 
previously used. 


TABLE 2.—Griseofulvin Content of Guinea Pig 
Hair Treated x Mo/Ko. Griseofulvin 
aily 


Griseofulvin (ug.) per 
Gram of Hair 
n CU l 


Hair Sample Fraction Alternaria M. Canis 
Assay Assay 
Animals treated for 4 a 2.3 1.8 
- 13.7 
weeks b 11.4 7.3 23.7 
c Interference 7.3 : 
d Interference 7.3 
Animals tested for 2 a 21.3 17.1 
21.3 
weeks b 2.2 23.4 
c Interference 2.1 S 
d Interference 2.1 
- Animals tested for 2 a 18.3\,,, 23.4 
| weeks—hair taken at b 5.5 4.4 36.6 
3 weeks c Interference 29; 
d Interference 5.9 
Control a 0 2.5 
d EER A net s 
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was found on this occasion than in the 


earlier experiment and there was also a 


difference in the proportions extracted by 
the two solvents. These factors will be con- 


sidered later. Comparison of the total griseo- 7 


fulvin per gram of hair obtained from each 
of the groups reveals that, by the M. canis 
assay, approximately the same amount was 
obtained from the group treated for four 
weeks as from the group treated for two 
weeks, which one would expect if griseo- 
fulvin persists in the hair as it grows. The 
presence of a larger amount of griseofulvin 


in the hair of the group of animals which 


were treated for two weeks and from which 
the hair was clipped for assay one week 
later cannot be explained. Had there been 


the same amount as in the other two groups - 


he 
ra 
i — 


one might have assumed that the part of- 
the hair left after clipping for assay was 
approximately one week’s growth and that 
the hair assayed from this group was com- 
posed entirely of the part which had grown 
during treatment. The reason for the ap- 
parent presence of griseofulvin in the con- 
trol hair is not clear but it is possible that 
the M. canis assay is less specific than that 
of Alternaria and the interference with the 
Alternaria assay which occurred in certain 
of the extract fractions may well have been 
caused by the substance which indicated 
griseofulvin activity in the control hair by 
the M. canis method. The hair is unlikely 


to have been contaminated by feces or urine 


as adequate precautions were taken to avoid 
this. Bes. 


To estimate the accuracy of the method — 
and to investigate the relationship between 
the dose and the griseofulvin content of 
hair a further experiment was carried out. 


On this occasion, the hair of the animals 
was clipped five days after the commence- 
ment of treatment and five days after treat- 
ment was stopped. It was hoped that by this 
means the greater proportion of the hair 
obtained for assay would be that which had 
grown during treatment. Three groups of- 
guinea pigs were given 50 mg/kg., 30 
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Griseofulvin (yg.) 
Duration of per Gram of Hair 
Daily Dose Treatment Fraction 
0 
0.75 


2.0 2.75 


50 mg/kg. 21 days 
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30 mg/kg. 21 days 
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¥ 
do 
> 
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10 mg/kg. 21 days 
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=.  mg/kg.„ and 10 mg/kg., respectively, each 
soa day for 21 days. A fourth group was treated 
: with 10 mg/kg. for the first seven days only 
and a fifth group was untreated. The results 
© of extraction and bioassay are given in 
Be Table 3. 

The griseofulvin content of the hair is 
k lower than in either of the two previous 
experiments. Nevertheless, the variation be- 
tween the groups is not that which- would 
be expected by chance. It is indicated that 
Bi the griseofulvin content of hair is related 
3 to dose, and, furthermore, that an increase 
in the daily dose from 30 mg/kg. to 50 
mg/kg. does not result in a comparable 
increase in the amount of griseofulvin de- 
posited in the keratin. 


z Certain of the extract fractions were also 








sa 
-3 assayed by the spectrophotofluorometric 
na method (Bedford, Child, and Tomich, 
k 
Ee TABLE 4.—Griseofulvin Content of Guinea Pig 
6- . Hair—Comparison of Assay Methods 
A 
- RO Griseofulvin (ug.) per 
ee Gram of Hair 
=a Spectrophoto- 
Ss Duration of Alternaria fluorometric 
Daily Dose Treatment Fraction Assay Assay 
Ee i a 0 0 
E- 50 mg/kg. 21 days c 2.0 2.06 
e- 30 mg/kg. 21 days a 0 0.9 
a c 2.7 Interference 
Gl — Control animals 
= 50ug. of griseo- 
lz fulvin added to 
X 3.2 gm. of hair a 9 8 
z d S 
~ x 108/706 
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TABLE 3.—Griseofulvin Content of Guinea Pig Hair—Effect of Variation of Dose 





(Alternaria Assay) 
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Griseofulvin (ug.) 


Duration of per Gram of Hair 


Daily Dose Treatment Fraction (Alternaria Assay) 
a 0 
10 mg/kg. 7 days a y 
d 0 
a 0 
Control — b j - 
c 0 
d 0 





1959).! Details are given in Table 4. It will 
be seen that the results obtained by this 
assay, which is specific for griseofulvin, are 
in close agreement with those obtaaa by 
the microbiological assay. 


Comment ne 


There can be little doubt that the resistant 
property of keratin which has been formed 
during oral treatment with griseofulvin re- — 
sults from the deposition within the keratin 
of unchanged sreesteRin. The reason for 
the variation in the quantity of griseofulvin — 
which was obtained in the three experi- 
ments is uncertain. However, the results 
obtained from the various groups within — 
each experiment are consistent, and, since 
the extraction methods and animal handling 
procedure did not vary, it seems likely that 
the variation was due to some difference 
in the groups of animals. In the second 
experiment the animals were much older 
than those used in the first and third ex- ~ 
periments and it was noted that in these 
older animals a heavy, strong-smelling, skin 
secretion, which was not apparent in the 
younger animals, was present. Moreover, 
in the experiment in which the older ani- 
mals were used it appears that all of the 
activity could have been extracted from 
the hair by water-washing, since in no in- 
stance does the first methanol extract show 
higher activity than the last water-wash. 
On the other hand the last water-wash in 
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on 


the first experiment showed no activity and 


in the third experiment nearly all of the 


activity was present in the methanol ex- 


tracts. If we assume, as previously sug- 
gested (Gentles, Barnes, and Fantes, 1959),5 


that the water-extracted griseofulvin 


is 
excreted through the skin and that methanol 
extracts the griseofulvin which is incorpo- 
rated within the keratin, the difference in 


potency of the various fractions might be 


explained. 


A preliminary investigation of the ac- 
curacy of the extraction methods, indicated 
that much reduced values were being ob- 
tained. When 50ng. griseofulvin was added 
to 3.2 gm. of control hair the assay of the 
extracts showed only 28ug. to be present. 


All of this was extracted in water, and the 
absence of activity in the methanol extract 
¥ suggests, as has been postulated, that water 


extraction reveals only the griseofulvin 


= which is not incorporated within the hair. 
_ Extraction with petroleum ether was also 
- attempted on two occasions without success. 
No griseofulvin was found either when it 


was used after the usual water and methanol 


-extractions or when used before extraction 


_ by methanol. On each occasion the methanol 


extracts contained griseofulvin. 
The results obtained from variation of 


dose levels indicate that the griseofulvin 
content of hair is related to dose, and one 
can reasonably assume it is related to blood 


level, which has also been shown to be re- 
lated to dose (Bedford, Child, and Tomich, 


1959).* The absence of an increase in the 


griseofulvin content of the hair of animals 
treated with 50 mg/kg. compared with that 
of animals treated with 30 mg/kg. can be 
explained by the finding of Bedford et al.? 
that at higher dose levels an increase of 


100 times the dose results in only a very 
small increase in blood level. 


It would appear that the beneficial action 


of oral griseofulvin on ringworm infections 


« 


depends partly on the stability of the griseo- 
fulvin molecule which allows a.reasonable 


_ blood level to be maintained in fody tissues 





and partly on the nonliving nature of 


- Gentles—Barnes 





keratin. From the blood stream the griseo- 
fulvin is probably deposited in the keratin 


precursor cells where it may be slowly 
broken down or reabsorbed in the blood. 
Bedford et al.* have demonstrated metabo- ae 
lism of griseofulvin by living tissue (liver). 


The unchanged griseofulvin which remains 
within the cells when they differentiate to 


keratin will persist, together with the dead 
protoplasmic contents of the cell, and thus — S 
render the keratin resistant to fungal in- 


vasion. There is some evidence that griseo- 
fulvin is also present in skin secretions, but 
what part, if any, this portion plays in the 
clearance of infection is uncertain. 

We are indebted to Dr. B. Boothroyd, Mrs. 
E. J. Napier, and Mrs. E. Hockley of Glaxo 
Laboratories and also to Miss C. O. Dawson and 
Miss M. Mennie of the Department of Bacteri- 


ology, Glasgow University, for assistance with this 
work. 
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ABSTRACT OF DISCUSSION 


J. WALTER Witson, M.D., Los Angeles: There 
are various types of scientists and of scientific 
papers. I want to call your attention to this single 
sheet which I show you, so small in size, which 
is the reprint of Doctor Gentle’s first paper on 
griseofulvin, published in Nature in August of 
1958, and which pulled the trigger which literally 
“fired a shot heard ’round the world,” leading in 
slightly more than a year to this present well- 
attended congress. With this example before me, I 
can see how foolish I have been to have been 
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PExperimental Animal Studies with Griseofulvin 


HARRY M. ROBINSON JR., M.D.; RAYMOND C. V. ROBINSON, M.D.; EUGENE S. BERESTON, M.D., 
and THOMAS G. N. FERCIOT III, B.S., Baltimore 


Controlled studies by Gentles* using 
guinea pigs infected with Microsporum 
canis which he subsequently treated with 
_ griseofulvin, was the first successful ven- 
ture in the systemic management of super- 
ficial mycoses. He reported that the 
_ beneficial effect of griseofulvin treatment 
- was evident after four days of treatment 
and after eight days the infection had been 
almost completely eradicated. He also stated 
that guinea pigs with experimentally in- 
duced Trichophyton mentagrophytes infec- 
_ tions responded in a similar manner. In a 
later report,” he postulated that griseofulvin 
was deposited in the hair follicles and be- 
came incorporated into the newly formed 
keratin of the hair shafts as well as the 
keratin layer of the epidermis. Robinson 
et al.,? utilizing the spectrophotometric assay 
method of Ashton and Brown,* performed 
in vitro and in vivo studies to determine 
the concentration of griseofulvin in the 
blood and urine; concentrations were very 
low when considered in relation to the 
quantity administered. 


Although this antifungal antibiotic is ef- 
fective clinically, its absorption, excretion, 
utilization by tissue, and mode of action 
remain obscure. In an effort to gain knowl- 
edge on these and other matters pertaining 
to griseofulvin, the following studies were 
initiated. 
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The Study 


All animals used in these studies were — 
carefully examined to rule out the presence — 


of other cutaneous lesions which might 
interfere with the validity of the experi- 
ments. The animals were housed in clean 
cages and fed regularly with a standard 
animal cereal food. In all experimental 
studies, control animals were infected, cul- 


tured, and biopsied simultaneously with the i 3 


animals under treatment. 


Trichophyton Mentagrophytes Study— — 
On May 25, 1959, a heavy suspension of — 


a virulent culture of T. mentagrophytes = 


was inoculated into a shaved area on the 
dorsum of a female dog (weight, 5.0 kg.). 
Cultures were made every three days, and 
biopsies were made every five days until 
the presence of infection was definitely 
established. The cultures and direct exam- 
inations were positive from the. day the 


animal was first inoculated, but the biopsy = 


specimen (stained with Hotchkiss-McManus 


stain) did not reveal the presence of hyphae À ; 4 


until June 22, 1959 (27 days post inocula- 
tion). At this time the animal had developed 
definite clinical evidence of infection. Treat- 
ment was initiated with a daily dose of 25 
mg/kg. on this date. Direct examinations 
and cultures were made every two days and 
biopsies were performed every five days. 
All examinations were negative on July 
13th, 20 days after initiation of treatment 
with griseofulvin. 

M. Canis Study in Guinea Pigs.—On 
July 23, 1959, two guinea pigs were inocu- 
lated with virulent suspensions of M. canis. 
The inoculations were made into shaved 
areas on the backs of guinea pigs. On Aug. 


10, 1959 (18 days post inoculation) there E 


was clinical and laboratory evidence of 
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Animal Wt. Sex Organism 
Dog 5 kg. F T. mentagrophytes 
Dog 5.4 kg. M M. canis 
Guinea Pig 441 gm. F M. eanis 


Control animals were used in all studies. 


well-established infection. Direct microscop- 
ic examinations were positive for spores 
and hyphae. Cultures were positive and 
tissue specimens obtained on this date 
(stained with Hotchkiss-McManus stain) 
revealed spores and hyphae throughout the 
follicles. On Aug. 13, treatment was initi- 
ated on Guinea Pig 1, (weight, 441 gm.) 
with griseofulvin, using a daily dose of 25 
mg/kg. Biopsies were removed from this 
guinea pig every two days until there was 
no clinical or laboratory evidence of infec- 
tion. In previous experiments it was noted 
that, as infected animals improved and the 
hair growth was restored, the distal por- 
tions remained fluorescent; thereafter, be- 
fore a biopsy was performed the hair was 
clipped from the site. All laboratory exam- 
inations were negative on Aug. 20, seven 
days after institution of treatment. 

Repeat tissue specimens from control 
guinea pigs (not treated with griseofulvin) 
revealed histologic evidence of progressive 
infection at the time Guinea Pig 1 was 
cleared of infection. 

M. Canis Study in Dogs—On July 30, 
1959, a short-haired male dog, weighing 5.5 
kg., was inoculated with a virulent strain 
of M. canis by rubbing a heavy suspension 
into a shaved area on the back. On August 
10, the hair in the inoculated area was 
definitely fluorescent when examined under 
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Date Infection Date of Results of 
Estab. & Subseq. Subseq. Total No. Days 
Treatment Biopsies & Biopsies. & to Produce 
Begun Cultures Cultures Cure 

June 22, 1959 June 29 Positive 20 days 
July 8 Positive 
July 13 Positive 
July 16 Positive 

Aug. 12, 1959 Aug. 18 Positive 12 days 
Aug. 20 Positive l 
Aug. 22 Positive 
Aug. 24 Negative 
Aug. 26 Negative 

Aug. 13, 1959 Aug. 15 Positive 7 days 
Aug. 17 Positive 
Aug. 20 Negative 


Hair tips still posit. 


the Wood’s light. Scrapings and cultures 
were positive, and a biopsy specimen, 


stained with Hotchkiss-McManus stain, was 
positive for hyphae throughout the stratum 
corneum. On Aug. 12, 1959, treatment was 


instituted with 25 mg/kg. griseofulvin. No 
treatment was administered to the control 
animal. Scrapings, cultures, and biopsies 
were performed every two days. The scrap- 
ings for direct microscopic examination and 
the cultures were positive until Aug. 24. 
There was decreasing evidence of hyphae in 
the stratum corneum until August 24 when 
there was no further histologic evidence of 
infection. Twelve days were required to 
eradicate the well-established infection. In 
the control animal there was no change 
noted in the clinical appearance or the 
laboratory findings. 

Spectrophotometric Studies.—In previous 
studies, spectrophotometric assays were 
conducted to determine the absorption maxi- 
mum and the specific absorbency of griseo- 
fulvin. Redistilled butyl acetate (the fraction 
which boils at 126 C) was used as an ex- 
tractant in all experiments. Standard solu- 
tions of pure griseofulvin in butyl acetate 
were prepared containing 5yg., 10ug., 154g., 
20ug., and 25ug/ml. The absorption spectra 
of these solutions between 280 and 300 mp 
were measured using a Beckman model DU 
spectrophotometer, The absorption maxi- 
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ANIMAL STUDIES—GRISEOFULVIN 

mum proved to be located at 289 mp and 
a value of 690 was obtained for the specific 
absorbency. A graph was plotted using the 
absorbency values of the various dilutions, 
and the resultant straight line was used as 
an analytical standard for the other studies. 
To determine the efficacy of butyl acetate 
as an extractant for griseofulvin from bio- 
logical fluids, oxalated whole blood obtained 
by venipuncture from a dog was used. Vari- 
ous known quanities of pure griseofulvin 
(20ug. to 40ug/ml.) were added to the dif- 
ferent tubes of fresh oxalated dog’s blood 
and thoroughly mixed. Portions of the 
treated blood were extracted with butyl 
acetate at different volume ratios of blood 
to the extractant. The blood and butyl 
acetate were placed in glass-stoppered tubes 
and agitated manually continuously for five 


eT Ta ees N 


free of fat and hair. The specimen was. a 


trimmed to weigh 1.0 gm. on a Trohmer 
balance. The piece of tissue was cut into 
small pieces and placed in a wedgewood 
mortar. Liquid nitrogen was added and 


after the frozen tissue was thoroughly 
ground, it was triturated with 5 ml. of butyl 


acetate for five minutes. This mixture was 
separated in a centrifuge and the superna- 
tant layer was placed in a quartz tube and 
measured spectrophotometrically. A definite 
trace of griseofulvin was detected, too small 
to be measured accurately. This was re- 
peated and compared with control speci- 
mens, Only traces of griseofulvin could be 


measured in the treated animals. Further <- 


studies are being conducted to determine 
the validity of the extraction method and to 
test other extractants. 


Spectrophotofluorometric Studies—Using - 
the Beckman spectrophotometer, with butyl 
acetate as an extractant, it was possible to — 


minutes. The necessity for the use of glass- 
_stoppered tubes was demonstrated in a 
_ previous experiment when it was shown 


that butyl acetate extracted a fraction from 
rubber stoppers which had optical absorp- 
tion properties approximating the griseoful- 
vin maximum at 289 mp. 

Following agitation, the liquid layers 
were separated by centrifugation. The su- 
pernatant layers were siphoned carefully 
into quartz tubes for spectrophotometric 
examination. In this manner it was possible 
to recover the exact amount of griseofulvin 
that was mixed with each specimen (20ng. 
to 40ug/ml). 

Utilizing the same technique, pure griseo- 
fulvin was mixed with xanthine-free human 
urine and extracted with butyl acetate. 
Measured spectrophotometrically, it was 
possible to recover the exact amount of 
griseofulvin originally mixed with the speci- 
mens. 

-© For future routine examinations of blood 
and urine specimens, a ratio of 1 ml. of 
either of these fluids to 5 ml. of butyl acetate 
was adopted for extraction and spectro- 
photometric measurements. 

=- A guinea pig (weight, 462 gm.) was 
given 25 mg/kg. of griseofulvin daily for 
_ two weeks, after which a specimen of skin 
was removed from the back and trimmed 


+ 


-Robinson et al. 





determine the presence of griseofulvin in 
the skin of treated animals, but the amount 
detected was too small to be accurately 
measured. This may possibly be attributed 
to the method of extraction or the type of 
equipment used. Experiments are now be- 
ing conducted using an Aminco-Bowman 
Spectrophotofluorometer. With this appa- 
ratus it is possible to detect griseofulvin in 
a concentration of 1:100,000 in alcohol, 
ethyl acetate, butyl acetate, and benzene. 
Experiments are currently being conducted 
on mice, guinea pigs, and hamsters treated 
with griseofulvin. These results will be pub- 
lished in a subsequent report. 

Computation of Hair Growth.—This ex- 


periment was performed to determine the- 


comparative rate of hair growth, and to 
compute a satisfactory dosage schedule for 
application to humans. Guinea pigs, dogs, 
Negro children, and Caucasian children 
were studied. Areas were shaved on the 
backs of guinea pigs and dogs, and the 
scalp hair was removed from Negro and 
Caucasian children by shaving. Seven days 
following the initial shaving, specimens 
were removed from animals and children 
by dry shaving for measurement. This 
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_ lizing direct examinations, 


study was conducted during the month of 
August, 1959, when the temperatures ranged 
between 90 and 95 F. There was very slight 
variation of hair growth in different individ- 
uals; however, the average was as follows: 


Guinea pig (hair of back) 0.66 mm. per day 


Dog (hair of back) 0.46 mm. per day 

Negro child (scalp) 0.28 mm. per day 

Caucasian child (scalp) 0.3 mm. per day 
Comment 


In earlier experiments, Robinson and his 
associates * doubted the validity of their 
experiments with griseofulvin treatment of 


guinea pigs infected with M. canis. Al- 
7 ‘though the results paralleled those reported 
= “a by” Gentles,! they questioned the speed and 
Ee „efficacy with which griseofulvin eradicated 
es M. canis infections and postulated the 
; ae theory that probably the immune mecha- 
= nism in the guinea pig was sufficiently ac- 
~ “tive to cast off the infection. In this report 


the authors have used a larger series of 
infected animals and infected controls. Uti- 
mycosal agar 
cultures, and serial biopsies on each animal, 
it has been possible to verify the observa- 
tions reported by Gentles.’ In this study, 
however, the authors have accomplished the 
eradication of M. canis infections in guinea 
pigs in seven days using a total daily dose 
of 25 mg/kg. instead of 60 mg/kg. as em- 


ployed by Gentles. 


It proved interesting to study the effect 
of griseofulvin in the treatment of experi- 
mentally induced M. canis infections in 
short-haired dogs. In the guinea pig the 
infection is predominantly follicular, where- 
as in dog biopsies the hyphae may be ob- 
served in the stratum corneum by use of 
the Hotchkiss-McManus stain. On serial 
biopsies (taken every two days) it is pos- 
sible to observe the gradual disappearance 
of hyphae from the stratum corneum, These 
two studies seem to confirm Gentles’ con- 
tention that this antifungal antibiotic has an 
affinity for keratin. 

In considering the comparative rate of 
hair growth in the dog, guinea pig, and 
human, and the effect of griseofulvin in 
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the eradication of superficial mycotic infec- 
tions from these various species, the dose of 
25 mg/kg. has a scientific foundation. It is 
also obvious that if treatment is discon- 
tinued before involution is complete, the 
infection will recur. 

In vitro studies indicate that butyl acetate 
is an efficient extractant for griseofulvin, 
therefore in humans or experimental ani- 
mals who have been receiving griseofulvin 
(25 mg/kg.) for a prolonged period it is 
apparent that only a very small quantity 
is present in the circulating blood and a 
relatively small quantity is eliminated in the 
urine over a 24-hour period. In animals 
treated for several days to several weeks, 
only a slight trace can be demonstrated 
spectrophotometrically in the skin. It is 
possible, as previously postulated by the 
authors, that a metabolite, rather than 
griseofulvin per se, may be the active anti- 
fungal substance. Some in vivo metabolic 
action may bring about a transformation to 
a form that cannot be determined by the 


analytical method employed in these studies. ; 


Conclusions 


1. It has been determined histologically, 
that griseofulvin will eradicate Microsporum 
canis infections from guinea pigs in seven 
days. This drug clears M. canis infections 
in dogs in 13 days and Trichophyton men- 
tagrophytes infections from dogs in 20 days. 

2. These experiments confirm the fungi- 
static nature of griseofulvin. 


3. Butyl acetate is an efficient extractant 
for griseofulvin in in vitro studies with 
blood and urine. 

4. Caffeine and theophylline have optical 
absorption properties approximating that of 
griseofulvin. The action of butyl acetate 
on rubber stoppers produces a substance 
with similar properties. Only glass-stop- 
pered vessels should be used in these spec- 
trophotometric experiments. 

5. A dose of 25 mg/kg. is adequate for 
the treatmeat of superficial mycoses in ex- 
perimentally induced infections in animals 
and also in human beings. 
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6. 5, Using EPI GP it is 

possible to detect concentrations of 1:100,- 
000 of griseofulvin in alcohol, butyl acetate, 
ethyl acetate, and benzene. 
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Therapy of Spontaneous Ringworm in Cats with 
Orally Administered Griseofulvin 


WILLIAM KAPLAN, D.V.M., and LIBERO AJELLO, Ph.D., Atlanta 


Ringworm in cats is a common derma- 
tological disorder of public health impor- 
tance. Investigations in this country ** and 
other parts of the world ë have disclosed 
that Microsporum canis is the principal 
cause of this condition in cats. In a recent 
survey * of ringworm of animals in the 
United States, this fungus has been found 
to be responsible for approximately 98% 
of the feline cases studied. Such infections 
are frequently transmitted to human con- 
tacts, and infected cats constitute the prin- 
cipal source of this agent for man. M. canis 
is also an important cause of dermatophy- 
tosis in dogs, pet monkeys, and horses,’ and 
such lower-animal hosts are also frequently 
involved in the transmission of the disease 
to humans. 


Although it has been conclusively estab- 
lished that the relatively common M. canis 
ringworm in man represents spread from 
cats and other animals, to date no attempts 
have been made in this country to reduce 
the magnitude of the animal reservoir. This 
neglect reflects to a great extent the lack 
of an effective therapeutic and prophylactic 
agent. In the past the approach to the treat- 
ment of ringworm in cats, as well as other 
animals, has been to employ topical medica- 
tions. Usually such remedies have been 
borrowed from the dermatologist’s arma- 
mentarium, and their therapeutic efficacy 
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has been generally disappointing. In addi- 
tion some of the topical medications have 
been found to produce undesirable side- 
effects in animals so treated.? Cats in par- 
ticular have been prone to develop such 
toxic manifestations, rendering many reme- 
dies too hazardous for use on felines. 

The recent favorable reports by Gentles ? 
and Lauder and O’Sullivan* on the clinical | 
use of orally administered griseofulvin for 
the therapy of experimental ringworm in 
guinea pigs and cattle have suggested the 
possibility that this antibiotic might be suc- 
cessfully employed in the management of 
ringworm in cats. The equally favorable 
reports by Williams et al? and by Blank 
and Roth? on their experiences with griseo- 
fulvin for the therapy of spontaneous ring- 
worm in humans have added further weight 
to this possibility. Accordingly, it was de- 
cided to carry out clinical trials with this 
antibiotic in cats. 


The present report records our experi- 
ences in the use of orally administered 
griseofulvin for the treatment of 31 cats 
spontaneously infected with M. canis. 


Materials and Methods 


Thirty-one cats spontaneously infected with M. 
canis were treated in this study. This number 
included 29 pedigreed Persians and 2 alley cats. The 
animals ranged in age from 4 weeks to 4 years. 
Seventeen of the cats were females, thirteen males, 
and one was a neutered male. The Persians were 
owned by three breeders whose stock had been 
suffering from M. canis ringworm for several 
years. The alley cats were owned by two different 
individuals. 

Throughout the course of the study all animals 
were kept Ħin individual cages, provided with 
newspaper bedding and paper-filled pans for 
elimination. Nineteen of the pedigreed cats were 
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housed in one room, nine in a BAA room, and 
the two alley cats and a Persian kitten in a third 
room. The purebred animals received a mixture of 
ground horsemeat and a commercial meat-type dog 
food two times a day. The alley cats were fed 
a commercial fish product and milk once a day. 


Before treatment with griseofulvin, all the cats 
were clinically examined for evidence of cutaneous 
abnormalities. In addition, each animal was ex- 
amined mycologically to confirm the existence of 
a dermatophyte infection. The mycologic studies 
included Wood's light and direct microscopic ex- 
aminations as well as cultures. Sabouraud’s dex- 
trose agar slants, to which had been incorporated 
cycloheximide (0.5 mg/ml.) and chloramphenicol 
(0.05 mg/ml.), were routinely used for isolation 
of dermatophytes. 


For purposes of treatment the animals were 
divided into two groups. Group I included 22 
cats (20 pedigreed Persian and 2 alley cats). Of 
this number, 18 exhibited clinically detectable skin 
lesions which varied from a few missing or 
broken hairs that were confined to a single body 
site to heavily crusted areas of alopecia involving 
large areas of the body. Four cats appeared 
clinically normal but yielded M. canis when cul- 
tured. In 15 cats hairs were found to fluoresce 
under the Wood’s light. Fluorescent hairs were 
epilated from each animal and studied under the 
microscope in 10% KOH preparations to confirm 
the mycologic basis for the fluorescence. In every 
case a mosaic of small spores 2-34 in diameter 
was found to surround the hair shaft. In each 
instance where hairs fluoresced, careful study 
showed that the entire extrafollicular portion of 
_ the shafts exhibited this phenomenon. Of the 
seven Wood’s-light-negative cats, four showed 
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250 mg. scored tablet) to the two l-month-old 


kittens. The 15 Wood’s-light-positive cats re- 
ceived the antibiotic every day until they became 
clinically normal and their hairs no longer fluoresced 
under the ultraviolet light. Then the drug was 
given twice a week. The six Wo 's-light-negative 
cats with skin lesions received the drug every day 
until clinically normal. Then the griseofulvin was 
administered two times a week. The single Wood’s- 
light-negative animal with no apparent cutaneous 
lesions received the drug every day until culturally 
negative. Then the drug was given twice a week. 
The total treatment period in this group covered 
a span of six months. In Group II, all cats re- 
ceived the antibiotic every day for one week at 
a level of 50 mg. per day for the grown animals 
and 40 mg. per day for the two 4-week-old kittens. 
Then the single daily dose of griseofulvin was 
administered once a week. The total treatment 
period in this second group covered a span of 
four and one-half months. 





The criterion for a complete mycologic cure 
was established on the basis of two successive 
negative cultures taken two weeks apart. Animals 
were regarded as clinically normal when crust 


and scale formation could not be detected by S 


visible inspection and manual palpation and areas 
of alopecia were rapidly being filled in by normal 
hair. 


The effect of medication was followed through — 


clinical responses, including possible side-reactions, 
Wood’s light examinations, and cultures. In Group _ 
I, clinically cured cats that were Wood’s-light- 3 
negative but still culturally positive were dipped 


in a 1:200 solution of Ortho-Tack-Wash,ł a 





fungal invasion of hairs and/or epithelial debris powder containing 45% technical captan (N-tri- < 
under the microscope. Group II included nine chloromethylmercapto-4-cyclohexene 1,2-dicarbox- È.: i 
animals. Of this number, seven had skin lesions imide), or shampooed with Vermex, a naphthalene a 
which varied from a few missing or broken hairs soap product, and recultured. None of the animals or 
confined to a single body site to multiple crusted in Group II received any topical therapy. The ae 
areas of alopecia. All nine cats in this group 1:200 dilution of Ortho-Tack-Wash was also used 
showed fluorescent hairs under the Wood’s light. as a disinfectant for cages and other fomites. A 
Microscopic examination of a few such hairs Hairs for culture from clinically normal animals _ a 
revealed a sheath of small spores, 2u-34 in diameter. were collected at random by plucking from the — a 
M. canis was recovered from all 31 cats in this head, back, tail, and extremities, as well as from = 
study prior to the initiation of therapy. sites of former cutaneous abnormalities. All ani- 4 
The griseofulvin* was administered orally to mals in this study were followed clinically and a 
the animals in each of the two groups in accord- mycologically for eight months after the initiation E 
ance with the following schedules: In Group I, of therapy. E 
a rer PESA Pe A = + Manufactured by the California Spray Chemi- a 
scored tablet) to the cats 3 months of age and cal Corporation, Richmond, Calif. > , 5 A 
+ Manufactured by Vermex Company of America, lis- 

* The griseofulvin employed in this study was Burbank, California. The use of trade names is 7 
furnished by Glaxo Laboratories, Ltd Greenford, for the purpose of identification and does not aa 
Middlesex, England, and McNeil Laboratories, constitute endorsement by the U.S. Public Health Bb: 
Philadelphia. Service. a 
, ee 
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Bea. ‘ Mycologic Findings 
— Prior to Therapy 
B Direct 
TA E Micro- 
(ee Ident. History & Sympt. Woods scop. 
i No. Breed Age Sex Prior to Therap. Light Exam. Culture Results of Therapy 
-5N 
Eae l1 Persian 9 mo. M Multiple large crusted + + + Within 1 wk. marked clin. improve- 
a patches of alopecia ment. After 1 mo. animal clin. 
< over entire body. normal. At this time Wood’s- 
Skin lesions of vary- light-positive hairs fluoresced at 
ae ing severity present distal portions. Affected portions 
since 2 wks. after were cut off. 7 wks. after initiat. 
birth. of therapy animal culturally neg. 
without supplement. treatment. 

2 Persian 16 mo. F Numerous small — + + Within 1 wk. marked clin. improv e- 
crusted lesions over ment. After 1 mo. animal clin. 
entire body. Condi- normal. 7 weeks after initiation of 
tion present several therapy, cultures still posit. Ani- 
mos. mal was dipped in Ortho-Tack- 

Wash (1:200). Cultures taken 2 
wks. apart after dipping still posi- 
tive. Animal dippəd a second time 
A in Ortho-Taek-Wash (1:200) 10 
z3 weeks after therapy. Following 
A second dip, animal cult. neg. 
ce 3 Persian 34 yrs. F Multiple cire. scaly — + + Within 2 wks. marked clin. im- 
EF areas of alopecià on provement. After 5 wks. animal — 
bE neck, ear, & tail, clin. normal. At this time all — 
a present 6 months. Wood’s-light-positive hairs fluo- 
wa resced at tips; affected tips cut off. 
a After 7 wks. animal cultural. neg. 
without supplement, treatment. — h 
a 4 Persian 4 yrs. F Few miss, hairs on — = + After 3 wks. auimal elin. normal. -~ 
eS both ears, durat. After 7 wks. auimal cult. neg. 
= unknown. without supplement. treatment. a 
Oe. 5 Persian 4 wks. M Hairloss on chest, +: më + After 3 wks. cat clin. normal. At — 
E legs, & feet. this time all Wood’s-light-positive 
F hairs fluoresce only at distal por- 


i tions. ‘Tips were cut off. Animal 
p7 shampooed with naphthalene 





; soap preparation and sold. No 

5a - post-shampoo eultures taken, K 

E 6 Persian 4 wks. M Few miss. hairs on > + + After 3 wks. animal clin. normal. At | 

Be face, paws, & eyelids. this time all Weod’s-light-positive 

a hairs fluoresced at distal portions. 
Bom. After 4 wks. animal given 2 naph- — 
o à thalene-soap shampoos, 1 wk. 
“ae apart. After shampooing animal | 
a cultur. neg. 
Ss 7 Persian 12 yrs. M Numerous small — + + Within 1 wk. defimite clin. improve- 

Ee: crustəd areas of alo- ment. After 1 mo. animal clin. 

x 4 pecia on face, neck, normal, with except. of few small — 
. = & back; present sev- crusted areas on neck. After 7 — 
-AF i eral months. wks. cat clin. nermal & cultural- 
a neg. without supplement. treat- 

ze ment. 
sch 8 Persian l yr. M Numerous small scaly + + + After 2 wks. marked clinical im- 

Be areas with some loss provement. After 3 wks. cat devel- — 
= of hair on ears, oped generalized pruritis which 
i. flanks, shoulders, & disappeared in 3 days without in- 
= tail, present since 2 terrupt. of therapy. After 5 wks. 
=. wks. after birth. animal clin. normal. At this time 

sn most of Wood’s-light-positive 
eae hairs only fluoreseed at distal por- 

er, tions, and affected portions were 

j cut off. After 9 wks. few fluores- 
‘a cent hairs still present. At this 
= time, cat dipped in Ortho-Tack- 


Wash (1:200). Following dip, cat 
=a still had a few Wood’s-light-posi- 
Ss f . tive hairs, cultures still yielded 
=> eh M. canis. After 12 wks. remaining 
Wood’s-light-positive hairs fluo- 
resced at tips. Affected portions 
were eut off. After 13 wks. animal — 
cult. neg. : 
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Taste 1—Summary of Microsporum Canis Cases Treated with Griseofulvin, a 
Group I—Continued 3 
a ———— rr -< 
Mycologic Findings po 
Prior to Therapy 2 
Direct Sa 
Micro- a 
Ident. History & Sympt. | Wood’s scop. A A 
No. Breed Age Sex Prior to Therap. Light Exam. Culture Results of Therapy 2 
9 Persian 6 mo. F Numerous crusted = ps + Within 1 wk. marked clinical im a 
patches of alopecia provement. After 1 mo. animal a 
on back & shoulders, clin. normal. After 6 weeks all — 
present for 4 mo. Wood’s-light-positive hairs fluo- = 
resced at tips. At this time affected a. 
portions were cut off. After 8 
= weeks cultures still positive. Ani- — 
mal dipped in Ortho-Tack-Wash  — 
(1:200). After dipping, cat cult. = 
neg. ae 
10. Persian 3yrs. F Numerous crust. areas + + + After 2 wks. marked clin. improve- | 
of alopecia on neck ment. After 3 wks. animal clin. = 
and shoulders, pres- normal. At this time all Wood’s- 
ent 1 mo. light-positive hairs ffuoresced at ze 
distal protions. Affected portions 
were cut off. After 7 weeks cul- = 
tures still posit. Animal dipped in 
Ortho-Tack-Wash (1:200). After = 
dipping, animal cult. neg. a 
11 Persian 7 mo. M No appar. clin. lesions a = + After 3 wks. all Wood’s-light-posi- E 
visible, Under Wood’s tive hairs fluoresced at tips. Af- 4 
light animal had fected portions were cut off. After = 
patches of fluorescent 6 wks. animal cult. neg. without a 
hairs on face & supplement. treatment. 
axillae; duration = 
12 Persian 6 mo. F Several scaly areas of + + + After 3 wks. animal clin. normal. At * 
alopecia on abdomen this time all Wood’s-light-positive pe 
& head, present 1 hairs fluoresced at tips, & affected a 
mo portions were cut off. After 6 wks ci 
; cultures still posit. Animal i 
dipped in Ortho-Tack-Wash (1: 3 
200). After dipping, animal cult. i 
neg. K- 
13 Persian 11 mo. M Numerous scaly areas, + + + After 2 wks. marked clin. improve- om 
some hair loss on ment. After 3 wks. animal clin. Re. 
` head, shoulders, & normal. At this time many SS 
flanks. Present 10 Wood’s-light-positive hairs fluo- Be 
mo. resced at tips, & affected portions = 
were cut off. After 8 wks. few “he 
Wood’s-light-positive hairs still a 
fluoresced along entire lengths, 
After 12 wks. few fluores. hairs “a 
still present. Cultures at this time ae 
still yielded M. canis. After 14 — 
wks. all Wood’s-light-positive “a 
hairs fluoresced at tips and af- el 
fected portions were cut off. After Tl 
15 wks. animal cult. neg. “oa 
a 14 Persian 2 yrs. M Several small crusted — -= =+- Within 1 wk. definite clin. improve- ` 7 
ue areas on face & neck, ment. After 3 wks. animal clin. 
Pao durat. unknown. normal. After 1 mo. cultures neg. 
15 Persian 9 mo. F Numerous small — + + After 1 wk. definite clin. improve- a A 
. crusted areas on ment. After 1 mo. animal clin. = 
head, tail, & back, normal with except. of few minute = 
i present several mo. crusted spots on tail. After 5 wks. > 
A ra animal clin. normal & cult. neg, i im 
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No. Breed Age 
16 Persian 7 mo. 
N 
17 Persian 2 yrs. 
18 Persian 18 mo. 
19 Persian 14 mo. 
20 Persian 3 mo. 
21 Alley cat 2 yrs. 
= L 
E 
E -A mo. 3 
= 


M * Single heavily crusted 


History & Sympt. 
Prior to Therap. 


Under Wood’s light, 
patches of fluores: 
hairs over entire 
back & tail, present 
6 wks. 


No visible lesions; —- 
no past hist. of skin 
lesions. 


No clin. lesions. + 
Under Wood’s light, 
patches of fluores, 
hairs visible on 
flank & tail. N No 
previous hist. uf 
skin lesions. 

Single crusted area at — 
base of ear, duration 
unknown. 


Massive confluent + 
heavily crusted areas 
_ of alopecia over 
entire body, present 
since 2 wks, after 
birth. 


circular area of 


alopecia on ngt, 
phe 1 wk. 


3 M pa wiles or oa z t 


_ hairs on on upper lip & _ 
side of nose, dura- — : 
ae. a" unknown. 


AL 


Wood’s 
Light 
M No visible lesions. -H 


= 


scop. 


Exam. Culture 


+ + 


+ ia 


ce = 


Results of Therapy 


Within 2 wks. many Wood’s-light- 
positive hairs fluoresced only at 
distal portions. Affected portions 
were cut off. After 8 wks. few 
Wood’s-light-positive hairs still 
fluoresced along entire lengths. 
At this time animal dipped in 
Ortho-Tack-Wash (1:200). Cul- 
tures after dipping still positive. 
After 12 wks. few hairs on tail 
fluoresced at tips. Affected por- 
tions were cut off. Cultures at this 


9 


time still positive. After 14 wks. 


animal dipped again in Ortho- 
Tack-Wash (1:200). After dip- 


$ 
ping, animal cult. neg, 4 
3 


After 6 wks. cultures still positive. 
Animal dipped in Ortho-Tack- — 
Wash (1:200). 
cult. neg. 

After 3 wks. all Wood’s-light-posi- 
tive hairs fluoresced at tips. Af- 
fected portions cut off at this | 


After dip, animal — 


vot ` 


time. After 5 wks. cultures still 3 
2 


yielded M. eanis. Animal dippe 


in Ortho-Tack-Wash (1:200). Aft- = 


er dip, cat cult. neg. 
After 2 wks. lesion showed marked 


- 


clin. improvement. In 3 wks. ani- _ 


mal clin. normal. 


After 6 wks. — 


animal cult. neg. without supple- — 


ment. treatment. 

Dramatic clin. improvement within 
1 wk. After 1 mo. animal clin. nor- _ 
mal. At this time many hairs fluo- 
resced at tips. Affected portions 
were cut off. After 3 mo. a number 


of hairs still fluoreseed along en- — 


tire lengths. Animal dipped in 
Ortho-Tack-Wash (1:200). Cul- 
tures still positive. After 15 wks. 
all Wood’s-light-positive © hairs — 
fluoreseced at distal portions. At 
fected portions were cut off. MR 
mal dipped 3 times on successive 


days in Ortho-Tack-Wash. After 


series of dips, animal cult. neg. 


After 1 wk. marked clin. improve- | 
ment. After 3 wks. animal clin. 


normal. At this time all Wood’s- 
light-positive hairs fluo 
distal portions. Affected portion: 
allowed to remain in situ. A te 
11} wks. Wood’s-light-positive 
hairs fluoresced only very tips. 


Tips were cut off. After 12 wks. 


cultures still yielded M. canis. 
Animal was shampooed with 
naphthalene soap product. After 
shampooing, animal cult. neg. 
-After 3 wks. Wood’s-light-positive 
hairs fluoresced at distal portions. 
Affected portions allowed to re- 
main in situ. At this time animal 


clin. normal. After 11 wks. a single 
hair fluoresced at tip only. Af- 
fected portion was cut off. After 


12 wks. cultures still yielded M. 


canis. Animal shampooed with 


napthalene soap product. After 
shampooing, cat cult. neg. 




















CAT RINGWORM—GRISEOFULVIN THERAPY 


Results 


A. Clinical Response. 

Group I: As noted in Table 1, after one 
week of therapy eight cats (Nos. 1, 2, 7, 9, 
14, 15, 20, and 21) showed a definite favor- 
able response to the antibiotic, and five 
(Nos. 3, 8, 10, 13, and 19) after two weeks. 
At this stage of recovery, crust and scale 
formations started to break up and fall off, 
and the skin became softer and more pliable. 
These 13 cats had shown the most extensive 
and severe skin lesions prior to the admin- 
istration of griseofulvin. Consequently man- 
ifestations of healing could be readily 
detected. 

After three weeks of antibiotic intake, 
10 of the cats (Nos. 4, 5, 6, 10, 12, 13, 14, 
19, 21, and 22) appeared clinically cured. 
After four weeks six additional cats (Nos. 
l, 2, 7, 9, 15, and 20) appeared clinically 
normal, and at the end of five weeks of 
therapy two more cats (Nos. 3 and 8) 
reached this state. In no case did extension 


Clinical response of an M. canis-infected cat 
to griseofulvin therapy: A, appearance of lesion 
on the day therapy was instituted; B, appearance 
of the lesion after nine days of treatment at a 
level of 60 mg. per day. 
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of existing lesions or new lesions occur 
while the cats were under treatment. The 
Figure shows the progress of healing in 
Cat 2L 

Group II: As summarized in Table 2, 
three cats (Nos. 23, 24, and 25) showed 
definite clinical improvement after one week 
of therapy, and five cats (Nos. 26, 28, 29, 
30, and 31) at two weeks. Animal 27 showed 
no obvious lesions prior to the initiation 
of therapy. 

After two weeks, one cat (No. 25), after 
three weeks, two cats (Nos. 24 and 31), 
after four weeks, four cats (Nos. 26, 28, 
29, and 30), and after eight weeks one cat 
(No. 23) were clinically normal. In no case 
did extension of existing lesions or new le- 
sions occur following the initiation of 
griseofulvin therapy. 

B. Mycological Responses. 

Group I: Following the initiation of 
griseofulvin therapy it was observed that 
the fluorescent zones of Wood’s-light-posi- 
tive hairs had started to grow out, leaving 
the basal portions of such hairs nonfluores- 
cent. The basal parts, when examined under 
the microscope, were found to be free of 
fungus. Thus, it became possible to render 
cats Wood’s-light-negative by cutting off 
the fluorescent tips of hairs, leaving the 
unaffected proximal parts in situ. After 
three weeks of therapy, it was possible to 
accomplish this conversion in eight cats 
(Nes: 5, 6; 10, 11, 12, 18, 21, and 22)22In 
the case of Cats 21 and 22, however, it was 
decided not to clip the fluorescent zones 
at that time. After 11 weeks of therapy 
the tips of hairs of these two animals still 
fluoresced under the ultraviolet light, at 
which time they were readily cut off. At 
the end of 1 month, Cat 1, after 5 weeks, 
Cat 3, after 6 weeks, Cat 9, and after 12 
weeks, Cats 8 and 16, after 14 weeks, Cat 
13, and after 15 weeks of griseofulvin 
therapy, Cat 20, were rendered Wood’s- 
light-negative in this fashion. = 

Although griseofulvin demonstrated a 
marked capacity to bring about a rapid 
clinical cure, it was not as effective in pro- 
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Ey TABLE 2.—Summary of Microsporum Canis Cases Treated with Griseofulvin, Group II 

ie Mycologic Findings 
BE ss Prior to Therapy 

es 

oe Direct 

we Micro- 

AN Ident. History & Sympt. Wood’s scop. 

Ý No. Breed Age Sex Prior to Therap. Light Exam. Culture Results of Therapy 

at fe 23 Persian 3 yrs F Single scaly patch of + ps + After 1 wk. of therapy clin. improve- 
re alopecia over right ment. After 4 wks. all Wood’s- 

a ear, durat. unknown. light-positive hairs fluoresced at 

ae tips. Affected tips were cut off. 

F, After 8 wks. animal clin. normal, 

Be. but cultures still posit. After 9 

me wks. animal cult. neg. without 

ARE supplement. treatment. 

A 24 Persian 2 yrs. M Multiple crust areas + + + After 1 wk. defin. clin. improve- 

a of alopecia on back, ment. After 3 wks. skin lesions 
faa flanks, shoulder, & nearly healed, most of hairs fluo- 
ca tail. Had skin lesions resced only at distal portions. 

a intermittently since Affected portions were cut off. — 
E oe 6 mo. of age. After 4 wks. remaining posit. 
= d. hairs fluoresced at distal portions. 
EA, Affected portions were cut off. — 
E After 10 wks. animal clin. normal 
> & cult. neg. without supplement. 

: treatment. l 

ë 25 Persian 2 yrs. M Scaly patch of alopecia + — + After 1 wk. defin. clin. improve- — 

on tail & one on ment. After 2 wks. animal clin. 
neck. Skin lesions normal. At this time all Wood’s- — 
since a kitten. light-positive hairs fluoresced at — 
distal portions. Affected portions 
were cut off. After 13 wks. cultures 
> still yielded M. canis. After 15 
? > wks. animal cult. neg. without 
: k supplement. treatment. 
26 Persian 10mo. $F One scaly patch of + -+ + After 2 wks. defin. clin. improve- — 
y alopecia on tail, & ment. After 4 wks. animal clin. 
one on ear. normal. At this time most Wood’s- 
light-positive hairs fluoresced as | 
distal portions. Affected portions _ 
` 4 were cut off. Animal sold at this — 

E time. 4 } 

b 27 Persian 2 yrs. F No defin. lesions. -= + - =- After 3 wks. many Wood’s-light- 
vS Under Wood’s light positive hairs fluoresced at distal 
a numerous fluores. portions. After 4 wks. all Wood’s- 
F; e hairs observed on light-positive hairs fluoresced - at | 
— tail & back. Durat. distal portions. Affected portions _ 

[= unknown. were cut off. After 10 wks. animal _ 
a cult. neg. without supplement. — 
a treatment. 
Sy 28 Persian 18 mo. M Crusted patches of + + + After 2 wks. marked clin. improve- — 

i alopecia on back, i ment. After 3 wks. all Wood’s- | 
n neck, & tail, present light-positive hairs fluoresced at 

Fi since 2 wks. after distal portions. Affected portions 

; birth. were cut off. After 4 wks. animal 

g clin. normal & Wood’s-light-neg. 

è After 9 wks. animal cult. neg. 
without supplement. treatment. 

g 29 Persian 10 mo. M  Multip. crust. patches a + + After 2 wks. marked clin. improve- 
F a of alopecia on back ment. After 3 wks. most Wood’s- 
am & neck. Skin lesions light-positive hairs fluoresced at 
2 since 2 wks. after distal portions. Affected portions 
= - birth. were cut off. After 4 wks. animal 

is clin. normal. After 12 wks. all 

= Wood’s-light-positive hairs fluo- 

s resced at tips. Such tips were cut 

p) è = off. After 13 wks. animal cult. 

i ] neg. without supplement. treat- 

F ment. 
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CAT RINGWORM—GRISEOFULVIN THERAPY 


TABLE 2—Summary of Microsporum Canis Cases Treated with Griseofulvin, 
Group II—Continued 








Ident. History & Sympt. 
No. Breed Age Sex Prior to Therap. 
30 Persian 4 wks. M Patch of broken hairs 
on side of face, 
present 10 days. 
31 Persian 4 wks. M  Bcaly patch of broken 


hairs on abdomen, 
present 10 days. 





ducing an equally rapid mycological cure. 
After seven weeks of therapy only eight 
cats (Nos. 1, 3, 4, 7, 11, 14, 15, and 19) 
were rendered culturally negative through 
use of this drug alone. It was still possible 
to recover M. canis from 13 cats after seven 
weeks of therapy. (Kitten 5 was sold after 
four weeks of treatment. It was shampooed 
prior to sale; however, cultures were not 
prepared after the topical therapy.) To 
expedite the conversion of the culturally 
positive animals to a mycologically negative 
state, it was considered advisable to apply 
topical therapy. Accordingly, nine cats were 
dipped in a 1:200 solution of Ortho-Tack- 
Wash and three were shampooed with the 
naphthaline soap preparation. After one 
immersion in the dip, four cats (Nos. 9, 
10, 12, and 17) were rendered culturally 
negative. Three of the cats (Nos. 2, 16, and 
20) still culturally positive were reim- 
mersed in the captan preparation. Follow- 
ing this second dip, the three animals 
reverted to a culturally negative state. The 
other two animals subsequently became 
negative spontaneously. The three cats that 
had been shampooed with the maphthaline 
soap preparation were rendered free of the 
infection. Sixteen weeks after the study had 
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Mycoloige Findings 
Prior to Therapy 
Direct 
Micro- 
Wood’s scop. x | 
Light Exam. Culture Results of Therapy | 
+ + 4+ After 2 wks. defin. clin. improve- 
ment. Most of the Wood’s-light- 
positive hairs fluoresced at distal 
portions. Affected portions were 2 
cut off. After 4 wks., lesions almost 
healed with Wood’s-light-positive — 
hairs still present. Animal sold at a 
this time. s \ 
+ + ` + After 2 wks. marked clin. improve- 


ment. All Wood’s-light-positive 
hairs fluoresced at distal portions. 
Affected portions were cut off. 
After 3 wks. animal clin. normal 
& Wood’s-light-negative. After 4 
wks. animal still cult. posit. Ate 
this time cat sold. 


been initiated, all animals, with the excep- — 
tion of No. 5 which had been sold, were 
clinically and mycologically cured. Four — 
months later the cats were still normal. aes 
Group II: By employing the technique of — E E 
clipping fluorescent zones of infected hairs, 3 
two cats (Nos. 25 and 31) were rendered | p: 
Wood’s-light-negative after 2 weeks, one : 
(No. 28) after 3 weeks, four (Nos. 23, z a 
24, 26, and 27) after 4 weeks, and one (No. = 
29) after 12 weeks. One cat (No. 30) was 
sold before this conversion could be ac 
complished. | 
None of the cats in this group were given 
supplementary therapy in the form of dips 
or shampoos. Unfortunately three cats 
(Nos. 26, 30, and 31) were sold before a 
culturally negative state could be achieved. 
Of the remaining six cats, two (Nos. 23 
and 28) became culturally negative at the | 
end of 9 weeks, two (Nos. 24 and 27) at = 
the end of 10 weeks, one (No. 29) at the 
end of 13 weeks, and one (No. 25) at the a 
end of 15 weeks. Four months later, the six 
cats were still normal clinically and my- — 
cologically. h: 
During the course of the study, only one — 

cat (No. 8) showed an undesirable side- 
reaction which could be attributed to the 
drug. This cat developed a generalized 4 
123/721 =A 
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3 nt. O iid itching disappeared 
aneously i in three days without discon- 
Kiman of griseofulvin therapy. Thus the 
connection between this pruritic episode and 
~ the antibiotic therapy could not be unequivo- 
~ cally established. 

É Although the medication is bitter in taste 
for man, the cats at all times readily ac- 
`= cepted the drug, making administration easy. 


Po Comment 


Although the study was carried out on a 
- limited number of animals, the results point 
to the many desirable features of griseo- 
fulvin for the management of ringworm in 
_ cats. This antibiotic possesses marked cura- 
tive properties for feline ringworm. Al- 
though a number of the cats in this series 
had been affected with this disorder for 
many months, clinical cure was accomplished 
= in nearly all cases within five weeks. A 
= dosage of 50 mg. per day for one week, fol- 
lowed by 50 mg. once a week, appears to be 
effective in bringing about a clinical cure. 
Furthermore, the drug appears to be well 
tolerated by kittens and adult cats when 
administered by the oral route. Only one cat 
©- in this series developed a side-reaction which 
= could be attributed to griseofulvin intake. 
_ This animal manifested a generalized pruri- 
tus which disappeared spontaneously in three 
~ days without interruption of therapy. No 
= noticeable undesirable side reactions were de- 
tected in the other cats. On the contrary, a 
definite improvement in general health and 
- well-being of the more extensively infected 
F = cats was observed. 
= The one limitation of this drug lies in its 
= inability to regularly eradicate the infectious 
= agent from the body surface coneurrently 
with elimination of clinical signs of infec- 
tion. Thus, an animal may appear to be 
clinically cured but still show fluorescent 
hairs under the Wood's light and yield the 
causal agent on culture. To overcome this 
_ limitation the Wood’s light serves admirably 
3 for the delineation of zones of fluorescent 
hair. Once detected such affected portions 
can be readily clipped. To eliminate the 
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A.M.A ARCHIVES OF DERMATOLOGY 


organism from the body surface topical 


therapy in the form of nontoxic fungicidal 
dips or shampoos can be ‘advantageously 
employed. 

It must be realized that this study is es- 
sentially preliminary in nature and many 
more feline cases have to be treated to 


establish unequivocally the value of griseo-. 


fulvin for management of feline derma- 
tophytoses. It would appear, however, that 


if the favorable therapeutic properties re- 


ported here are confirmed by extensive 
usage, then a valuable tool for the control 
and management of M. canis infections in 
cats is at last on hand. 


Summary 


Thirty-one cats infected with Micro- 
sporum canis were treated with orally ad- 
ministered griseofulvin. The animals were 
divided into two therapeutic groups. Those 
in Group I, which included 22 cats, were 
given the antibiotic every day at a daily 
level of 60 mg. for grown cats and 40 mg. 


for one-month-old kittens. Subsequently the — 


drug was given two times a week. Those in 
Group IT, which included nine cats, received 
the drug every day for one week and there- 
after once per week at a level of 50 mg. per 
day for grown animals and 40 mg. per day 
for one-month-old kittens. The total treat- 
ment period in Group I covered a span of 
six months, and in Group II four and one- 
half months. 


Of the 18 animals in the first group that 
showed obvious lesions prior to therapy, 10 | 


were clinically cured within three weeks, 6 


at the end of one month, and 2 at the end © 


of five weeks. Nine of the cats in this group 
were rendered culturally negative through 
the use of this drug alone. Of the eight cats 
in Group II that had obvious lesions, one 
was clinically cured after two weeks, two 
after three weeks, four after four weeks, 
and one after eight weeks of therapy. 

During the course of this study, nine cats 
in Group I were rendered culturally negative 
through the use of this drug alone. The use 
of supplemental therapy in the form of a 
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nontoxic fungicidal dip and shampoo facil- 
itated this conversion to a culturally negative 
state in the other cats in this group. Six of 
the nine animals in Group II were rendered 
culturally negative through the use of griseo- 
fulvin alone. 

The toxicity of this antibiotic for cats ap- 
pears to be very low. Only 1 cat in our 
series of 31 animals exhibited a possible 
undesirable side-reaction. This cat developed 
a generalized pruritus after three weeks of 
daily therapy, but it disappeared spon- 
taneously within three days without discon- 
ee of treatment. 

_ As evidenced by these preliminary find- 
‘ings, griseofulvin possesses many valuable 
properties for the management and control 
of ringworm in cats. 

= Department of Health, Education, and Welfare, 


Communicable Disease Center, 50 Seventh St. 
N. E. (23). 
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Histopathologic Evaluation of Griseofulvin in 


Microsporum Audouini Infections 


Preliminary Observations 


CARROLL F. BURGOON JR., M.D.; JAMES H. GRAHAM, M.D.; ROBERT J. KEIPER, M.D.; 
FREDERICK URBACH, M.D.; JANE S. BURGOON, M.D., and ELSON B. HELWIG, M.D., Philadelphia 


Superficial dermatophytic infection of the 
scalp was first described as a clinical entity 
by Willan in 1808.%! The histopathologic 
alteration of the hair follicle produced by the 
dermatophytes has been a neglected field of 
investigation except for the pioneer studies 
of Gruby * and Sabouraud.”° 

Submitted for publication April 30, 1960. 

The Skin and Cancer Hospital of Philadelphia, 
Unit of the Department of Dermatology, Temple 
University Medical Center. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial 


- Hospital, Miami, Fla., Oct. 26-27, 1957. 


The griseofulvin used in this study was supplied, 
as Fulvicin, through the courtesy of G. Kenneth 
Hawkins, M.D., Division of Clinical Research, 
Schering Corporation, Bloomfield, N.J., and, as 
Grifulvin, through the courtesy of Gavin Hildick- 
Smith, M.D., Associate Director of Clinical Re- 
search, Johnson and Johnson, New Brunswick, 
Nf. 

Professor of Dermatology, Temple University 
Medical Center, and Medical Director, The Skin 
and Cancer Hospital of Philadelphia (Dr. C. F. 
Burgoon); Assistant Professor of Dermatology, 
Temple University Medical Center, Director of 
Laboratory, The Skin and Cancer Hospital of 
Philadelphia (Dr. Graham); Fellow in Derma- 
tology, The Skin and Cancer Hospital of Phila- 
delphia, Unit of the Department of Dermatology, 
Temple University Medical Center (Dr. Keiper) ; 
Associate Professor of Dermatology, Temple Uni- 
versity Medical Center, Assistant Medical Director, 
The Skin and Cancer Hospital of Philadelphia 
(Dr. Urbach); Consultant in Pediatrics, The Skin 
and Cancer Hospital of Philadelphia (Dr. J. S. 
Burgoon); Chief, Department of Pathology and 
Branch of Dermal Pathology, Armed Forces Insti- 
tute of Pathology, Washington, D.C., Visiting 
Professor of Pathology (Dermal Pathology), 
Temple University Medical Center (Dr. Helwig). 
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The recent upsurge in investigation aimed 
at exploring some of the mysteries of 
dermatophytic infection of the skin and 
dermal appendages has shaken many of the 
time-honored but false concepts concerning 
these infections. Important contributions to 
our knowledge have been the demonstration 
of fungistatic activity of long-chain, odd- 
numbered fatty acids which are increased in 
post-pubertal sebaceous glands 1°; the pres- 
ence in the serum globulin fraction of potent 
antidermatophytic activity which limits der- 
matophytic growth to those layers of the 
skin outside the epidermal water barrier 
zone 1}:2.11,16,18; the natural history of infec- 
tion in the human volunteer *:°; the graphic 
demonstration of the fallacy of the “kera- 
tinophilic growth requirement” by the organ 
culture technique,” and, finally, an effective 
oral antifungal antibiotic. 417.22 


In the absence of a uniformly successful 
local fungistatic or fungicidal agent in the 
past, physicians responsible for treatment of 
ringworm infections of the scalp in children 
were concerned about the quantity of x- 
irradiation required to produce a cure in 
most youngsters. Faced with the public 
health aspect of the problem, and fortified 
by the apparent absence of untoward effects 
of epilating doses in infants and children, 
the clinician selected x-ray as the therapeutic 
modality of choice. From the practical point 
of view, recent lay apprehension concerning 
the detrimental effects of ionizing irradiation 
has forced a reconsideration of this means 
of therapy. 


The recent discovery of the clinical use- 
fulness of griseofulvin in human derma- 








4 


tophytic infections +177" was stimulated by 
its use as an agricultural antifungal agent 


and by the success in treating experimental 


Microsporum lanosum infections in guinea 
pigs." l 

Griseofulvin is a white powder which is 
slightly soluble in water and possesses 
fungistatic and colchicine-like activity. It is 
a fermentation product of Penicillium (P. 
spatula, P. griseofulvin, and P. Janczew- 
ski). When taken by mouth, griseofulvin 
has sufficiently low toxicity and incon- 
sequential side-effects so as to make it an 
extremely useful tool in the management of 
this type of infection.®13 

The present investigation was under- 
taken to observe further the histopatho- 
logic changes of: untreated Microsporum 
audouini hair follicle infection; the effect 
of griseofulvin on follicle invasion in M. 


-audouini infection; the response of the in- 


fection to varying dosage schedules of the 
antibiotic griseofulvin, and, finally, the pos- 
sible colchicine-like effect of the drug on the 
matrix of the hair. 


Material and Methods 


A group of 83 children with tinea capitis were 
treated with griseofulvin orally during the course 
of this study. Of these, 60 cases were due to M. 
audouini infection, 1 to Trichophyton purpureum, 
and in 22 no growth on culture was obtained. In 
all patients the diagnosis was established by typical 
fluorescence under the Wood’s light, and/or dem- 
onstration of spores by direct preparations of 
potassium hydroxide and by culture of hairs on 
Sabouraud’s media. Twenty-two children with tinea 
capitis due to M. audouini were selected at random 
from this series. for histopathologic evaluation of 
the effect of the drug on the infection. 

Oral Dosage Schedule—The children were given 
either 0:5 gm. daily doses for three to four weeks, 
or single 4 gm. and 5 gm. doses, or 4 gm. daily 
doses for seven days, as indicated. The dose- 
weight ratio varied from 3 mg. to 140 mg/Ib. of 
body weight. Incidentally, the large single and 
multiple dosage schedules made it possible to eval- 
uate the ability of the drug to produce metaphase 
arrest. 

Specimens of Scalp—Four mm. punch biopsies 
were taken from infected areas of the scalp at 
weekly intervals from the first to fifth week in 
patients on the above-stated dosage schedules. 


Biopsies were also taken from normal scalps and 
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from infected, untreated areas of the scalp for 
control information. 

Preparation of Tissue—Specimens were fixed 
for 24 hours in 10% formalin and embedded on 


end in paraffin for sectioning parallel to the skin a 


surface. Approximately 20 slides containing mul- 
tiple serial sections 54 in thickness were prepared 
from each block. Every sixth cut represented a 
series of cuts approximately 30u distant from 
each other, Sections of the Ist, 3d, 5th, 7th, etc., 
sets of slides were stained with hematoxylin and 
eosin, while the remaining sets of slides were left 
unstained for further studies. Parallel serial section- 
ing of the hair follicle from the depth of the 


skin to the surface allows for several objective 
the hair bulb (matrix — 


landmarks. These are: 
and papilla), the keratogenous zone (KZ), the 
arrectores pilorum muscle (APM), the sebaceous- 
gland bulge (SG), the stratum Malpighii (SM), 
and the stratum corneum (SC), (Fig. 1). 


Results l 


Histologic Observations:—This study was 


carried out by tracing the hairs in serial sec- 
tions from bulb to surface. It was possible 
to follow each hair and determine the level of 
infection at the predetermined intervals in- 
dicated after the oral administration of 





_ Fig. 1—Diagram of pilosebaceous follicle show- 
ing the objective landmarks. Level I, hair bulb 
(matrix and papilla); Level II, keratogenous zone 
(KZ); Level III, arrectores pilorum muscle 
(APM); Level IV, sebaceous gland bulge (SG); 
Level V, stratum Malpighii (SM); Level VI, 
stratum corneum (SC). 
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Fig. 2—Untreated tinea capitis control (all these pictures reduced 44% from original 
magnification). A, (Level I) section through the midbulb of a scalp hair follicle. In the 
center 1s the dermal papilla. No spores are present. Mag. X 115. B, (Level 1) section through 
the upper cellular portion of the hair follicle bulb. The inner sheath is cellular and no 
spores are present. Mag. X 125. C, (Level II) section through lower portion of keratogenous 


zone. Trichohyalin granules are present in the inner root sheath. Another hair follicle 
bulb appears at upper left. No spores are present. Mag. X 60. D, (Level II) section 
through keratogenous zone 25u distant from C. A few spores are present. Mag. X 70. 


(AFIP Acc. 919997, 59-1266, neg. 59-5894.) E and F, (Level II) higher powers of D. A 
few microspores are present in the area of the cuticle of the cortex and inner root sheath. 
Some spores appear to be invading the cortex. Note melanin pigment granules adjacent to 
spores. Trichohyalin granules are prominent in Huxley’s layer. Mag. X 130, X 1,200. 
(AFIP Acc. 919997, 59-1266, neg. 59-5893.) G, (Level III) section through bulge of ar- 
rectores pilorum muscle. Infected hair (above) and normal hair (below) share one arrectores 
pilorum muscle. Mag. X 60. H, (Level III) higher power of G; multiple spores located 
about and invading the hair cortex. Internal root sheath appears disrupted. Mag. X 300. 
I, (Level IV) section through sebaceous gland bulge, with one infected and one normal- 
appearing hair. The infected hair shows parakeratosis reflecting abnormal keratinization of 
outer root sheath. Inner root sheath is absent. Mag. X 75. J, (Level IV) higher power 
of I. Spores are invading remnant of hair and parakeratotic layer of outer root sheath. 


Mag. X 300. 


through stratum Malpighii with 


(AFIP Acc, 919997, 59-1266, neg. 59-5891.) 
griseofulvin. Spores were observed lying 
free in the hair follicle above the sebaceous- 
gland bulge and between the internal root 
sheath and the hair shaft below the level of 
the sebaceous gland (SG) down to the 
keratogenous zone (KZ). In the untreated 
cases spores were not limited to the upper 
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(AFIP Acc. 919997, 59-1266, neg. 59-5892.) K 


and L, (Level V) section 


follicle still containing an infected and a normal hair. 
Mag. X 35, X 300. M and N, (Level VI) section through stratum corneum. 
almost completely destroyed hair and are also invading peripherally. 


Spores have 


Mag. X 100, Xx 500. 


portion of the keratogenous zone (KZ), but 
were seen along its length (Fig. 2). In no 
instance were spores observed at this low 
level of the follicle one week after beginning 
treatment (Figs. 3-6). Most of the anagen- 
phase hairs were not infected, although the 
percentage of follicle involvement in any one 


Vol. 81, May, 1960 





papap = wae = # -ri a E I a sh G -- 
oO Ee Ee 
fua à J £ $ ` . ig # e 7 = : 


` 


EVALUATION IN MICROSPORUM AUDOUINI INFECTIONS 





section was extremely variable. The most 
extreme example of this variation was seen 
in one specimen in which there were 17 
follicles in the anagen phase of growth and 
only one was infected. 

The Table shows the relationship between 
dosage of drug, the time elapsed after ad- 
ministration of the various dosage schedules, 
and the site of the spores along the hair 
follicle. Eleven and fourteen days after 
single or multiple doses of griseofulvin 
there appears to be no relationship between 


Fig. 4.— Treated tinea 
capitis, 0.5 gm/day—5 
mg/lb. (Illustrations re- 
duced 20% from original 
magnification.) A and B, 
spores restricted to area 
between Levels III and 
IV. Inner root sheath is 
disorganized. Follicle at 
left appears normal after 
seven days of treat- 
ment. Mag. 60, X 500. 
(AFIP Acc. 919997, 59- 
1076, neg. 59-6037.) C and 
D, spores absent below 
sebaceous gland. Inner 
root sheath is fragmented. 
Spores are in and around 
hair shaft after two 
weeks of treatment. Mag. 
x 130, >< 500. {AFIP 
Acc. 919997, 59-1238, neg. 
59-6037.) 
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Fig. 3.— Treated tinea 
capitis, 0.5 gm/day — 12 
mg/lb. (These photos re- 
duced 20% from original 
magnification.) A and B, 
(Level LV) deepest pene- 
tration of spores in a 
section through hair fol- 
licle just below sebaceous 
gland, Inner root sheath 
is still present; three 
weeks’ treatment. Mag. 
X 85, X 500. (AFIP Ace. 
919997, 59-892, neg. 59- 
6036.) C and D, (Level 
V) spores just below and 
above stratum Malpighii, 
after four weeks of treat- 
ment. Mag. X 60, X 500. 
(AFIP 919997, 59-618, 
neg. 59-6036.) 


the location of spores in the hair follicle and 
total amount of drug administered (milli- 
grams per pound). 

In each instance, the lowest level at which 
spores were observed in a single follicle was 
charted, although other follicles may have 
had spores at a higher level. 

Spores disappeared at the level of the 
keratogenous zone (KZ) one week after 
either single or daily oral doses irrespective 
of the size of the dose administered. In a 
similar manner, spores subsequently disap- 
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Fig. 5.— Treated tinea 
capitis (reduced 20% 
from original magnifica- 
tion). A and B, (Level 
IIL) penetration of spores 
to level of arrectores 
pilorum muscle. Inner 
sheath is altered ; 4 gm. sin- 
gle dose—114 mg/lb. Mag. 
sy; X50. CABIP 
Acc. 919997, 59-1026, neg. 
59-6035.) C and D, sec- 
tion through area above 
keratogenous zone. Few 
spores present indicate 
point of deepest invasion 
of the follicle. Internal 
root sheath is completely 
disorganized; 5 gm. single 
dose—96 mg/lb. Mag. 
X 95, X 500. (AFIP Acc. 
919997, 59-986, neg. 59- 
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Lowest Level at Which Spores Were Observed 
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Fig. 6. — Treated tinea 
capitis, 4 gm/day — 57.2 
mg/lb. (reduced 20% 
from original magnifica- 
tion). A and B, section 
through Level III indicat- 
ing greatest penetration 
of spores. Internal root 
sheath was destroyed 
after seven days of treat- 
ment. Mag. X 45, X 500. 
(AFIP Acc. 919997, 59- 
1370, neg. 59-6038.) C 
and D, section through 
Level III. No spores were 
identified below this level ; 
only remnants of inner 
root sheath identified 
after seven days of treat- 
ment. Mag. X 35, X 500. 
(AFIP Ace: 919997, 59- 
1181, neg. 59-6038.) 
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peared in a continuous step-wise pattern 
from the level of the arrectores pilorum 
muscle (APM) by approximately 14 days, 
the level of the sebaceous-gland bulge by 
approximately 21 days, the level of the 
stratum Malpighii by approximately 28 days, 
and the level of the stratum corneum by ap- 
proximately 35 days (Figs. 3-7). The ex- 
termination of the spore-mycelia level is 
strikingly linear with time when one con- 
siders that hair grows at the approximate 
rate of 0.35 mm. per 24-hour period. 


Colchicine-like Effect—The hair root of 
the human scalp is a tissue of high metabolic 
and mitotic activity. Other tissues of similar 
metabolic activity (gastrointestinal mucosa, 
seminiferous tubules of the testes) are very 
sensitive to metabolic and mitotic inter- 
ference by toxic drugs. One would expect 
griseofulvin with its proven colchicine-like 
potentialities to produce metaphase arrest in 
the matrix cells if sufficiently large doses 
were given. Under the conditions of this 
experiment, large single and multiple oral 
doses ranging up to 140 mg/lb. produced 
no obvious metaphase arrest. Corollary evi- 
dence of the lack of interference in metabolic 
activity was the absence of constriction of 
the shaft of the hair usually seen 7-14 days 
after the use of a toxic agent. 
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Fig. 7.— Treated tinea 
capitis, 0.5 gm/day, at 
two weeks (reduced 20% 
from original magnifica- 
tion). Whole mount of 
hair is periodic-acid- 
Schiff (PAS)-reactive. A 
and B, multiple spores at 
level of scalp and imme- 
diately beneath the sur- 
face, PAS-reactive. Mag. 
x 35, X 300. (Path. 471, 
59-495, AFIP neg. 59- 
5510.) 


Comment 


These observations are in accord with 
studies in experimental animals in which it 
was demonstrated that griseofulvin is in- 
corporated into keratin® after oral admin- 
istration and- exerts its fungistatic effect in 
the hair by halting continued downward 
growth of organisms within the hair follicle. 
In accordance with this supposition, the 
present histopathologic study shows that once 
griseofulvin treatment has been started, there 
is no further downward extension of the 
hair infection along the hair shaft, and that, 
indeed, the infection is slowly carried out 
of the follicle as hair growth proceeds. This 
can be shown graphically by the clinical 
demonstration of fluorescence only of the 
distal end of the hair shaft four to six weeks 
after start of treatment. Periodic acid-Schift 
staining of mycelia-spores shows an abrupt 
line of demarcation at the point in the hair 


shaft compatible with the time elapsed since” 


onset of treatment (Fig. 8). 


This study was primarily concerned with 
the effect of the drug on objective histologic 
regression of follicular infection. It was ap- 
parent, that when the clinical improvement 
was correlated with histopathologic observa- 
tions, there was a significant disparity be- 
tween the presence of fluorescence and the 
absence of infection on one hand, and the 
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Fig. 8.— Treated tinea 
capitis, 0.5 gm/day for 
three weeks (reduced 20% 
from original magnifica- 
tion). Whole mounts of 
hair are periodic-acid- 
Schiff-reactive. A and B, 
whole mount of hair in 
which clinical demonstra- 
tion revealed fluorescence 
only at the distal end. 
PAS-reactive mycelia are 
present, changes limited 
to the tip. Mag. X 8, 
Xx 145. (Path. 471, 59- 
667, AFIP neg. 59-5509.) 
C, higher power of B 
to show mycelial forms 
only. Mag. X 440. (Path. 
471, 59-667, AFIP neg. 
59-5509.) D and E, com- 
parison of hair from same 
patient after three and 
eight weeks of therapy. 
The lower hair shows no 
fungal elements but was 
still fluorescent, although 
not PAS-reactive. Note 
demarcation zone between 
involved and uninvolved 
part of hair. This is still 
noticeable even though 
mycelia are absent. Mag. 
X 145, X 275. (Path. 471, 
59-667, AFIP neg. 5511.) 
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absence of fluorescence and persistence of 
infection on the other. Clinically, fluorescence 
becomes less intense starting at the second 


week of treatment and frequently disappears 
by the fourth week. Diminished fluorescence 
appears to be coincident with the decrease 


in intrapilary hyphae. By the fourth week it 


is not uncommon to find spores within the 
follicle at the level of the stratum Malpighii 
(SM) and/or stratum corneum (SC). Con- 
trariwise, typical persistent fluorescence has 
been seen eight weeks after treatment was 
stopped although spores or mycelia were 
absent in periodic acid-Schiff stained hairs 
of the same patient (Fig. 8D). Fluorescence 
is due to a diffusible fluorescent material 
which is deposited in infected hairs and may 


persist long after all objective evidence of 


infection of the hair has disappeared. 


In other studies on experimental infection 
it was observed that most of the hairs in a 


fluorescent patch (anagen phase of growth) 
_were infected. Our experience with natural 


infection has been quite the opposite, al- 


though the number of infected hairs in a 


‘specimen was variable. 


The most striking 
example of this variability was the presence 
of one infected follicle surrounded by 16 
uninvolved hairs. Likewise, it was not un- 
common to see two hairs emerging from the 
same follicle—one infected, the other unin- 
fected (Fig. 2K). The apparent disparity 
between observations of the number of in- 
fected hairs may be a function of age of the 
infection, or differences between experi- 
mentally induced and naturally occurring 
disease.1° 

Primary concern in this study was the 
response of the follicular infection to griseo- 
fulvin. Although there were obvious in- 
flammatory changes in the perifollicular 
region which are worth mentioning, all of 
the changes seemed to be peculiar to the 
treated cases and were unassociated with 
any obvious clinical evidence of inflamma- 
tion. These changes consisted of an in- 
flammatory reaction in which eosinophils 
were present and considerable disruption of 
the internal root sheath. In some instances 
the site of a follicle was replaced by a 
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granulomatous inflammation with foreign- 
body giant cells and particles of keratin. 
These changes are currently being evaluated 
further. 

Colchicine-like Effect—Anxiety has been 
expressed by clinical investigators because of 
the colchicine-like capabilities of griseofulvin 
which have been demonstrated in experi- 
mental animals.14 

The-hair root of the human scalp has been 
shown to be extremely sensitive to anti- 
mitotic agents. In this study large single and 
multiple oral doses produced no obvious 
metaphase arrest. The freedom from anti- _ 
mitotic side-effects may be a function of the 
route of administration, since it has been : a 
shown that in experimental animals the pro- — 
duction of side-effects is dependent E 
whether the drug is administered orally org “aa 
intravenously.’ +S 


Clinical oral administration to human fi D 
volunteers showed a similar lack of anti- 
mitotic side-effects on the sperm count and 31 
on the seminiferous tubules.” ; 

The observations presented in this study 
are based on preliminary data and their final 
validity must be established in a larger num- 
ber of patients and by the use of additional 
techniques. s 







Summary and Conclusions 


Children with Microsporum audouini _ 
follicular scalp infections were treated with 
oral griseofulvin using single and multiple 
dosage schedules. 

Skin biopsies of infected areas were ex- | 
amined at 7, 14, 21, and 35 days following re. 
the ingestion of 3 to 140 mg/Ib. of body 
weight of griseofulvin. < 

The technique of serial sections parallelto 
the skin surface offers a method by which the _ 
various anatomic landmarks of the follicle 
can be used as guide posts to the regression 
of the tide of infection. | 

The results of the study are in accord 
with the observation that griseofulvin is 
fungistatic and that improvement in the in- 
fection is linear with the growth of the 
hair. 
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No correlation between rapidity of regres- 
sion of the disease and dosage in milligrams 
per pound was noted, the rate of regression 
being as rapid with 3 mg/Ib. as with 140 
mg/Ib. 

Fluorescence is altered by griseofulvin 
treatment but may not be used as a valid 
criterion for presence or absence of follicle 
infection. 

No change in hair-shaft diameter or 


metaphase arrest in the matrix was observed. 


Changes in the internal root sheath and in 
the perifollicular area of the dermis are 
being investigated further. 

The authors are indebted to Dr. Edward D. 
DeLamater, Consultant in Mycology, for his val- 
uable suggestions and comments, and to Miss Grace 
Theriault, Chief Technician, Tissue Pathology, for 


cher technical help. - 


The Skin and Cancer Hospital of Philadelphia, 
Unit of the Department of Dermatology, Temple 
University Medical Center. 
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Short-Term Treatment of Onychomycosis with 


Griseofulvin 


HOWARD I. MAIBACH, M.D., and ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


Griseofulvin therapy of finger onychomy- 
cosis is costly and time-consuming if the 
drug must be given until the nail has grown 
out. Accordingly, we have experimented 
with shorter methods of therapy. 


Method 


The patients, all of whom had Trichophyton 
rubrum infections, were distributed in six treat- 
ment groups: 

1. Three grams of griseofulvin daily for 15 
days. 

2, One gram of griseofulvin daily for 30 days. 

3. One gram of griseofulvin daily for 60 days. 

4. Two grams of griseofulvin daily for 30 days. 

5. One gram of griseofulvin daily for 7 days, 
and then one gram every third day, thereafter, 
for 90 days. 

6. One gram of griseofulvin daily for 7 days, 
and then one gram every second day, thereafter, 
for 90 days. 

The patients ranged in age from 11 to 50 years, 
80% being in the second and third decades. Palmar 
infection coexisted in 90% of the cases, and ap- 
proximately 30% of the cases had bilateral in- 
volvement. 


The griseofulvin tablets were taken in two to 
three divided doses after meals. No topical therapy 
- was used. 


Results 


The results presented in Table 1 repre- 
sent an average post-treatment follow-up of 
five months. Treatment failure in this 
instance includes relapse or reinfection. 
These are not easily told apart unless the 
nail remains healthy for several months after 
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Presented at the International Symposium on 
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Results in Average Post-Treatment Follow-Up of | 








Five Months 
Length of Total 
Treat- Dose, No. 
Griseofulvin, Dose ment Gm Cases Failures 
3 gm. daily 15 days 45 ll 3 
1 gm. daily 30 days 30 10 7 
1 gm. daily 60 days 60 12 5 
1 gm. daily for 7 days, 
then 1 gm. every 3d 
day 90 days 35 9 8 
1 gm. daily for 7 days, 
then 1 gm. every 2d 
day 90 days 50 7 5 
2 gm. daily 30 days 60 9 3 





stopping treatment. No schedule was wholly 
successful or wholly a failure. It is seen that 


2 gm. of griseofulvin daily for thirty days — E 


is better than 1 gm. daily for the same time. 


One gram of griseofulvin daily for 60 days 
gave essentially the same result as the total 


dosage given in 30 days. Reducing the total 
dose to 3 gm. of griseofulvin daily for 15 
days did not appreciably alter the number of 
treatment failures. 

However, 1 gm. of griseofulvin every 
third day was grossly indequate in all but 
one case. Only an 1l-year-old boy was 
controlled on this schedule. Only two of 
seven patients receiving one gram of griseo- 


fulvin every second day were controlled. An- 


additional two grew normal nails but con- 
tinued to have palmar infection and were 
considered excellent candidates for reinfec- 
tion. 


None of the following factors could be © 


correlated with the probability of good 
response: age; sex; number or extent of 
fingernail involvement; extent of palm, sole, 
and toenail involvement; duration of disease. 
The five patients with coexistent tinea 


corporis were treatment failures, no matter 


what the schedule. 
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= It was not necessary to discontinue 
a therapy in any patient because of toxic 
= reactions. It is difficult to know whether 
= the following observations represent specific 
toxicity or coincidental findings. Two pa- 
tients had a generalized prominent morbilli- 
form eruption, one occurring on the ninth 
=- day of treatment, and the second on the first 
day of retreatment one month after the 
original course. The morbilliform eruption 
= was self-limited (10 days) even though 
= griseofulvin therapy was continued. Several 
~ patients receiving 2 gm. of griseofulvin 
daily complained of severe generalized 
headache relieved by aspirin, and two pa- 
tients noted “slowing down” and lethargy. 


Comment 


Certain tentative conclusions can be drawn 
from this small series. It is expected that as 
the follow-up period increases, the number 
of treatment failures will increase. It is 
obvious that intermittent therapy (every 
second or third day) is futile. It may be that 
any therapy which does not last longer than 
~ the time for the nail to grow out completely 
= is doomed to failure. These results must 
. E -now be compared to the conventional sched- 
ule of 1 gm. of griseofulvin daily until the 
nails grow out normally. It is said that 
= practically all cases can be cured by this 
method. If this is true, then our data 
demonstrate that short-term therapy, though 
successful in some instances, does not pre- 
sent sufficiently high cure rates to warrant 





its further use. 
A Almost all of our subjects had coexistent 
| involvement of toenails. Only one achieved 
= apparent control of his toe onychomycosis. 











Summary 


= Fifty-eight patients with finger onycho- 
= mycosis (Trichophyton rubrum) were 
= treated with oral griseofulvin tablets in total 
= dosage of 30-60 gm. a duration of 15-60 
days. 
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Marked individual variation of response ; 
was noted. If the initial reports of the 
conventional schedule (1 gm. of griseofulvin 


daily until the nails grow out normally) are 
verified, short-term schedules have too high 
a failure rate to justify their further use. 
Toxic reactions were limited and did not 
necessitate cessation of treatment. 
Toe onychomycosis failed to respond in 
all but one case. 


The griseofulvin was supplied as Grifulvin tab- 
lets by Dr. James Shaffer of McNeil Laboratories, 
Inc., Philadelphia, and Dr. Gavin Hildick-Smith, 
of Johnson and Johnson, New Brunswick, N.J. 

Dr. Minerva Buerk, Dr, Milton Cahn, Dr. Hugh 
Crumay, Dr. William Blake Gibson, Dr. Bernard 
Kirshbaum, Dr. Edward Levy, Dr. Miriam Reed, 
Dr. Ira Schamberg, Dr. Richard Strauss, and Dr. 
Stephen Whalen referred cases for this study. 
Mrs. Jonell Mayers provided technical assistance. 


Duhring Laboratories, Department of Derma- 
tology, University of Pennsylvania Hospital (4). 


ABSTRACT OF DISCUSSION 


Dr. Marton B. SULZBERGER, New York: I 
would like to ask Dr. Kligman just two questions. 


He undoubtedly knows the work of Felix Sagher,* | 


who made cultures from nails infected with derma- 
tophytes, avulsed the nails in toto and sectioned 
them, and showed that the localization of the fungi 
was quite different within nails infected by Tricho- 
phyton violaceum than was the localization of 
fungi within nails infected by Trichophyton pur- 
pureum. Does not Dr. Kligman recognize such 
differences in localization of nail infections by 
different species of fungi? 

My second question: If Dr. Kligman’s state- 
ment that the nail is delivered entirely by the 
matrix and that no keratinized material comes 
from the nail bed at all to form the lower layers 
of the nail plate was correct, how could he ex- 
plain the adhesion of the nail plate to the 
nail bed? Under his personal explanation of 
nail growth, the nail plate, delivered by the matrix 
alone, would not be fastened to the bed in any 
way but would be separate from the bed and wave 
about much as a flattened-out hair would. 


*Sagher, F.: Histologic Examination of Fun- 
gous Infections of the Nails, J. Invest, Dermat. 
11 :337-351 (Nov.) 1948. 


N. B.: In this article, Sagher showed that the 


fungous elements were localized much more super- 
ficially in cases of T. violaceum nail infections and 
much deeper in cases of nail infections by T. 
purpureum (Tubrum),. 
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Studies on the Biological Disposition of Griseofulvin, 
an Oral Antifungal Agent 


CAROLE BEDFORD, DOROTHY BUSFIELD, K. J. CHILD, I. Mac GREGOR, PATRICIA SUTHERLAND, 


and E, G. TOMICH, Greenford, England 


In 1958 Gentles* reported that he had 
successfully eradicated experimental ring- 
worm of guinea pigs by oral treatment with 
griseofulvin. Investigations into the value 
of this antibiotic against dermatophyte in- 
fections in man were immediately carried 
out (Blank and Roth,? 1958; Riehl,> 1958; 
Williams et al., 1959); the results have been 
reviewed with considerable enthusiasm 
(Sulzberger and Baer,’ 1959). Despite our 
rapidly expanding knowledge of griseoful- 
vin’s clinical usefulness, little information is 
available on its distribution and fate in the 
body. Gentles et al.4 (1959) have demon- 
strated its presence in the hair of guinea 
pigs after they had been dosed orally with it. 
Sharpe and Tomich ê (1959), investigating 
the systemic toxicity of griseofulvin in mice 
and rats, found that the intraperitoneal tox- 
icity was many times the oral. This finding 
suggests that, in high doses at least, griseo- 
fulvin is either poorly or slowly absorbed 
from the gastrointestinal tract of these 
animals. 

This report summarizes the results of 
recent studies on the absorption and dis- 
tribution of griseofulvin in laboratory ani- 
mals. 


Assay Methods 


Griseofulvin levels in blood and urine were 
determined by the spectrophotofluorometric method 
of Bedford, Child and Tomich? (1959). 
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Blood samples were obtained from anesthetized > | 


rats by direct heart puncture, from conscious rab- 


bits’ marginal ear veins, and from anesthetized 


carotid artery. Heparin (50 I.U. in 0.1 ml. iso- 
tonic saline/3 ml. blood) was used to prevent 
clotting of the collected rat and rabbit blood; 
each cat received a single intravenous injection 
of 1,000 I.U/kg. Duplicate estimations were per- 
formed on each blood sample. 

Levels of griseofulvin in rat tissue were meas- 
ured by a modification of the blood assay. 

The animals (male rats of the WAG Po 
were killed by a blow on the head, and their 
hearts, lungs, livers, kidneys, spleens, and testes 


were removed and weighed. Approximately 1 gm. | 


k- 
cats through a cannula inserted in the common 


t 


k- 
Si 


samples of skeletal muscle, skin, and fat were ra 


obtained from the gastrocnemius muscle, flank, oe 


and omentum, respectively. When griseofulvin had 
been administered intravenously, a piece of thor- 
oughly cleaned ileum weighing about 1 gm. was 


used to represent smooth muscle, Before the ex- 


aD 


traction of skin samples the hair was clipped off-a 
and discarded. Each tissue sample, finely divided 


with a pair of scissors, was heated under reflux 


with 10 ml. ether for 30 minutes, and the ether 


solution was filtered (Whatman 41). The brei — 


TABLE 1.—Recovery of Griseofulvin Added to 
Finely Divided Rat Tissue 


5 aaam 





Mean Percentage 
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Recovery * 
(With Standard A 
Tissue Error) F 
Heart 89.0+7.6 ‘a 
Lung t 61.0+4.2 E 
Liver 36.0+2.9 = 
Spleen 84.0+6.4 k: 
Kidney 66.0+4.2 p- 
Testes 70.543.8 A 
Skin 26.0+2.5 P 
Skeletal muscle 44.0+2.9 A 
Smooth muscle 74.047.7 a 
Fat 16.5-42.1 : 
Pe ee 
* Values are the means of 12 recovery experiments, in 6 of E- 
which griseofulvin was added in the amount of 2ug/gm. wet — z E 
tissue and in the other six at 20ug/gm. wet tissue. 
t Recoveries at 204g. and 200ug/gm. respectively. = 
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Fig. 1—Blood and urine griseofulvin levels in rats given single intravenous injections of 


8 
oul 
> 6 
c« 
uJ 
a 
| 
= oe 
> 
uJ 
p 
(a) 
© 
2 
2 
O 
uJ 
vw 
oh 
i 2.10 
oug 
a 7 Og 
Y 
>o u Z 
| 2 3 
20 mg/kg. 


was washed with a further 10 ml. of ether, which 
was then filtered, and the combined filtrates con- 
taining the griseofulvin were evaporated to dry- 
ness. The residue was resuspended in 10 ml. of 
1% aqueous ethanol and filtered to remove co- 
agulated fat (Whatman No. 5); the clear filtrate 
was then compared spectrophotofluorometrically 
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with a standard solution of griseofulvin in 1% 
aqueous ethanol. Tissues from undosed rats were 
treated in each series of assays to allow for non- 
specific fluorescence. The percentage recovery of 
griseofulvin® added to finely divided tissue de- 
creased as the fat content of the tissue increased. 
The recoveries from various tissues are shown in 


Vol. 81. May, 1960 





pay P 


a Wal 
i ¢ ° 
x f eA ie ~ m. pi: 
_ ee A a 





BIOLOGICAL DISPOSITION OF GRISEOFULVIN 


Table 1. All tissue levels recorded in this paper 
have been corrected by means of the appropriate 
recovery factor. 


Results 


Distribution in Rats and Rabbits After 
a Single Intravenous Dose.—A solution of 
griseofulvin (40 mg/ml.) in pure NN- 
dimethylformamide (DMF) was diluted 
immediately before use with an equal volume 
of 50% v/v aqueous DMF to give a 75% 
DMF solution containing 20 mg/ml. Up 
to 75% DMF (2 ml/kg.) may be injected 
intravenously into conscious rabbits or rats, 
provided the injection is given slowly (over 
0.5 to 1 minute). Respiration is slightly 
disturbed, but recovery is complete within 
one minute. Blood samples taken from ani- 
mals injected with 75% DMF are slightly 
hemolyzed. 

The levels of griseofulvin in rat blood 
and urine at various times after a single 
intravenous injection of 20 mg/kg. are 


+15 


' GRISEOFULVIN, pg PER ML OF BLOOD — 








venously with graded doses. Key: © 
15 mg/kg.; o——o, 10 mg/kg.; A 


Bedford et al. 
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Fig. 2—Rate of disappeatarice of griseofulvin from the blood of rabbits injected intra- 
e indicates 30 mg/kg.; A——A, 20 
A (black), 5 mg/kg. 


shown in Figure 1. Blood concentration 
curves obtained for rabbits injected with 
doses of 5, 10, 15, 20, or 30 mg/kg. were 
similar in shape to those for rats and showed 
graded response. Assuming that blood 
volume (ml.) is 6.7% of body weight, it 
can be calculated that more than 90% of an 
intravenous dose disappears from the blood 
within 5 minutes, but this initial rate of loss 
has not been directly measured. From the 
experiments on rabbits it is apparent that the 
plot of logarithm of blood concentration 
against time is readily resolvable into two 
straight lines (Fig. 2). Although more than 
90% of the injected griseofulvin is calculated 
to disappear from the rats’ blood stream 
within 5 minutes, only 0.4% appears as free 
griseofulvin in the urine within eight hours 
of administration (Fig. 1). 

Concentrations in rat tissue at various 
times after an intravenous injection of 20 
mg/kg. are shown in Table 2. Of the in- 
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mg/kg.; x——x, 
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Fig. 3—Blood griseo- 
-fulvin levels in rats given 
single oral doses of 100 
mg/kg. (values are group 
_ means E Ss. E. for 12 
sae. 
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jected dose, 40% is present in the tissues 
half an hour after injection, the value de- 
creasing to 6% at four hours and to almost 
nothing at six hours. 


_ The concentrations of griseofulvin in all 
‘the tissues examined, except lung, skin, and 
fat, reflected the blood levels. Skin concen- 
trations were slightly higher than those of 
other tissues, and the lungs contained 10 
times more griseofulvin per gram wet tissue. 
The decay curves for these two tissues fol- 
lowed the blood curve. The concentration in 
fat was maximal two hours after the intra- 

venous injection, the level then subsiding 
to zero at six hours. 


In passing, it should be remarked that 
these tests, made to study the fate of griseo- 
-fulvin when injected by the route causing 
‘the most rapid distribution through the body, 
must in no sense be taken as indicating that 
intravenous injection is desirable or even 
practicable for therapeutic purposes. 


i Distribution in Rats and Rabbits After a 
Single Oral Dose.—Experiments similar to 
those described above were performed on 
rats and rabbits given single oral doses of 
100 mg/kg. griseofulvin. A suspension of 
‘the antibiotic (100 mg/ml. in 0.5% Tween 
80) was administered with a stomach tube. 
Concentrations in rat blood at various times 
after dosing are given in Figure 3 and the 
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tissue levels in Table 3. Concentrations in 
rabbit blood were similar, with one excep- 
tion: in some of the rabbits the blood level 
rose again between 15 and 24 hours later, 
possibly as a result of copraphagy. 

In rats the tissue levels paralleled those 
found in blood. The concentrations in heart, 
lung, kidney, spleen, and testes were similar 
to those found in blood, but higher levels 
were found in skeletal muscle, fat, skin, and 
liver. The tissues accounted at two hours 
for 2.6% of the dose administered and at 
four hours for 5.4%. All tissues showed 
maximum concentrations at four hours; 


thereafter the concentrations decreased to 


zero within 24 hours of administration. 
During this time approximately 16% of 
the administered dose was excreted in the 
feces and 0.14% in the urine. 

Site of Absorption from the Gastroin- 
testinal Tract in the 


(80 mg/kg.), 
opened. Griseofulvin was introduced directly 
into one of four sites along the gastro- 


intestinal tract: the stomach with the pylorus 


ligated; the doudenum ligated at the pylorus 
and at a point eight inches distal to the 
pylorus; the jejunum and ileum ligated at 
the ileocolic junction and at a point eight 
inches distal t) the pylorus; and the colon 
ligated at the ileocolic junction. To two cats 
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Cat—Cats were 
anesthetized intraperitoneally with chloralose 
and the abdomens were. 
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29.0 


0.5 


1.1 
0.8 


0.5 
149.8 


1.5 


215.0 
*, average totals estimated on the basis of 17%, 49%, and 10% of body weight, respectively. 


_ 479.7 


898.1 
5.4 


3.51.4 
4.41.1 
11.6-42.7 
2.90.1 
4.41.3 
2.50.6 
8.01.4 


oe 
3.9 
24,8 
1.5 


2.4 

2.6 
172 
189 
58 
2.6 


455.9 


2.4+0.6 
2.30.4 
1.90.4 
1.70.4 
1.10.1 
5.81.8 
2.2.0.2 
3.3+1.1 


3.4+0.6 
A, ug. griseofulvin per gram wet tissue; B, average total ug. griseofulvin in the tissue; 


Skeletal muscle * 
Total recov., ug. 
% of dose 


Fat * 


Organ 
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_ A.M.A ARCHIVES OF DERMAT 
griseofulvin was administered rectally as _ 
suppositories. Arterial blood samples were — 
taken before administration and then at 
hourly intervals for five hours. 

The blood concentrations attained after 
administration of griseofulvin at the vari- 
ous sites are shown in Figure 4. Absorption 
was greatest from the duodenum, with that 
from jejunum and ileum next. Negligible 
absorption occurred from the colon, and 
blood concentrations after rectal administra- 
tion indicated a small but sustained absorp- 
tion. After administration into duodenum, © 
small intestine, or rectum, maximum blood 


concentrations were attained in two hours, 


where they remained for the rest of the 
experimental period. However, after ad- 
ministration into the stomach a peak level 
was attained in two hours; this level declined 
to zero three hours later. 

The constant blood level obtained two 
hours after direct administration of griseo- 
fulvin into the lumen of the small intestine — 
suggests that from this time onwards the 
rate of absorption of griseofulvin was equal 


to its rate of elimination from the blood. 


Attempts to prove this hypothesis by 
mechanically washing the unabsorbed griseo- 
fulvin out of the lumen of the duodenum two 
hours after administration were completely — 
unsuccessful, the blood level remaining — 
constant over the next three hours. The 
blood level fell rapidly, however, when 
the section of the duodenum containing the 
griseofulvin was removed surgically. 

Since absorption was greatest from the 
duodenum, the effect of varying the dose at 
this site was examined. The results are 
shown in Figure 5. A linear relationship | 
between the blood concentration attained two 
hours after administration and the logarithm 
of the administered dose was apparent over > 
the dose range 6.25 to 50 mg/kg. 

Rate and Degree of Absorption from the 
Duodenum.—The rate and degree of 
absorption of griseofulvin was investigated 
in three anesthetized cats. The abdomen 
was opened, and a duodenal loop approxi- 
mately 6-8 cm. long (mean wet weight 7- 
gm.) was ligated from the rest of the 
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BIOLOGICAL DISPOSITION OF GRISEOFULVIN 
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Fig. 4.—Blood griseo- 
fulvin levels in cats after 
direct administration of 
100 mg/kg. at various 
sites in the gastrointes- 
tinal tract. (Each point is 
the mean value for three 
cats). Key: © e indi- 
cates duodenum; A A, 
jejunum and ileum; 
x——x, stomach; o——0, 
rectum; A——A (black), 
colon. 








HOURS 


intestine. Care was taken to avoid damaging 
the arterial blood supply. The vein draining 
the segment was cannulated, so that all the 
blood coming from the segment could be 
collected continuously. Heparin was admin- 
istered intravenously to prevent clot forma- 
tion, and fresh heparinized whole blood 
from a donor cat was injected intravenously 
every 10 minutes to replace what had been 
drained from the duodenal loop. Blood 
samples were collected for two consecutive 
10-minute periods before directly adminis- 
tering 10 mg. griseofulvin into the lumen of 
the loop and for twelve 10-minute periods 
afterwards. Blood samples were taken from 
the carotid artery before the first and after 
the last duodenal sample, to ensure the 


Bedford et al. 
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absence of griseofulvin from the main blood 
stream. The results in Figure 6 show that 
the average amount of griseofulvin absorbed 
in each 10-minute period was not constant. 
The rate of absorption was at first rapid, 
reached a peak in the third 10-minute 
period, and then declined for the rest of 
the observation period. The blood flow 
through the segment increased slightly 
during the second, third, and fourth 10- 
minute periods, but the period total is not a 
reflection only of an increased blood flow, 
because the griseofulvin concentration in 


the blood also rose. This uneven absorption 


rate indicates that some mechanism other 
than simple diffusion is involved. Calcula- 
tion of the amount of griseofulvin absorbed 
in two hours per gram wet tissue reveals 
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Fig. 5.—Blood griseo- 
fulvin levels in cats after 
direct administration of 
graded doses into duo- 
denal loops. (Each point 
is the mean value for 
two cats). Key: eè ° 
indicates 100 mg/kg.; 
A——A, 50 mg/kg; 
x—x, 25 mg/kg; 
o—o, 12.5 mg/kg.; 
A——A (black), 6.25 mg/ 
kg. 
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Fig. 6.—Rate of ab- 
sorption of griseofulvin 
in cats after direct ad- 
ministration of 10 mg. 
into duodenal loops. — 
(Each value is the mean 
for three cats). Key: os 
indicates total wg. griseo- 
fulvin absorbed per 10- — 
minute period; o——0, 
mean blood flow (ml. 
per 10-minute period); 
. e, blood level of 
griseofulvin ug/ml. At 
the arrow, 10 mg. griseo- 
fulvin was injected into 
the duodenal loop. 
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A tha = cumulative total of 0.027 mg., out of 


a possible 1.43 mg., was absorbed (1.9%). 
bs _ Distribution of Griseofulvin in the Blood. 
Aliquots of blood samples from rabbits and 
rats given single oral doses of griseofulvin 
‘were assayed and the remaining blood was 
centrifuged. The plasma was removed, and 
the cells were resuspended in isotonic saline 
to their original volume. The plasma and 
the resuspended cells were both assayed for 
griseofulvin. Of the blood griseofulvin, 65% 
„was in the plasma, the remainder in the cells. 
On washing the cells with isotonic saline be- 
fore a second centrifugation and resuspend- 
ing them, the griseofulvin diffused rapidly 
into the saline. 
- Plasma samples from rats dosed orally 
with Bprisgofyivin were assayed (3yg. to 


Fig. 7.—Metabolism of 
griseofulvin by rat liver 
slices at 37 C, incubated 
in Kreb’s bicarbonate so- 
lution oxygenated with 
95% O:+5% COs (pH= 
7.4). Key: o—o indi- 
cates Kreb’s solution + 
griseofulvin; e ., 





Kreb’s solution + griseo- 
fulvin + 0.6 gm. rat liver 
slices. 


CONCENTRATION OF GRISEOFULVIN IN KREBS Ag / mi 
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l3ug./ml. ) 
dialyzing membrane. 


and ultrafiltered through a 
Only about 16% of 


the plasma griseofulvin passed through the > 


membrane, indicating that 84% was protein- 
bound. Griseofulvin dissolved in isotonic 
saline passed readily through the same 
membrane. 


Failure to Demonstrate Griseofulvin in 


Bile or Cerebrospinal Fluid.—No griseo- 
fulvin could be detected in the bile or 





cerebrospinal fluid of anesthetized cats re- 
ceiving 100 mg/kg. directly into the lumen 
of the ligated duodenum. The blood concen- 
tration-time curves in cats with cannulated 


common bile ducts did not differ from those 
in cats with intact biliary systems. 


In Vitro Metabolism Studies with Griseo = 


fulvin.—Rats were killed by a blow on the 
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head and the lungs, liver, kidney, and spleen 
were removed immediately and placed in 
ice-cold Kreb’s bicarbonate solution. Sec- 
tions cut with a tissue slicer were incubated 
for three hours at 37 C with a standard 
solution of griseofulvin in Kreb’s bicarbon- 
ate solution. The pH of the medium was 
approximately 7.4 when oxygenated with 
a gas mixture containing 95% Oz and 5% 
COs. Samples of the supernatant solutions 
were assayed for griseofulvin at intervals 
during the incubation period, and at the end 
of the experiment the tissue slices were 
blotted dry and weighed, and their griseo- 
fulvin contents were determined. 


The concentration of griseofulvin in the 
supernatant solution was unchanged by 
three hours’ incubation with kidney, lung, or 
spleen slices, but was progressively reduced 
by incubation with liver slices (Fig. 7). 
Liver slices metabolized griseofulvin at the 
rate of l.lwg/gm. wet tissue/minute. The 
loss did not result from simple adsorption, 
since no griseofulvin could be detected in 
the liver slices at the end of the experiment. 


Comment 


The results presented here reveal several 
aspects of the absorption, distribution, and 
fate of griseofulvin in animals. 

After a single intravenous injection in 
rats or rabbits, the blood level falls rapidly; 
over 90% of the dose disappears from the 
blood in the first five minutes. The rate of 
loss then decreases, though little remains 
four to six hours after the injection. How- 
ever, in the first eight hours after injection 
less than 0.4% of the dose appeared in the 
urine as “free griseofulvin,’ and it would 
seem that the rapid disappearance of griseo- 
fulvin from the blood was due to an extreme- 
ly quick distribution into the tissues with 
subsequent metabolic inactivation in the 
liver. All the tissues examined contained 
some griseofulvin, and the tissue levels were 
generally similar to those in the blood. The 
skin consistently contained a higher level 
than other tissues, but the decay curve there 
followed that of the blood. The significance 
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of the extremely high lung level after intra- 


venous dosing is not known. There is the 


possibility that some precipitation from the 
dimethylformamide solution occurs in vivo, 
but higher concentrations would then be 
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expected in other parts of the reticuloendo- ~ 


thelial system also. The high lung concen- 
tration does not occur after oral dosing. 


There was a peak blood concentration 
about four hours after a single oral dose of 
griseofulvin in rats and rabbits. The half- 
life of griseofulvin in the blood was 
about six hours. This value agrees well 
with what has been already reported for 
man (Bedford, Child, and Tomich, 1959 1). 


After a single oral dose griseofulvin was — 


found in all the tissues examined. The con- 
centrations there paralleled those in blood, 
attaining peak values at 4 hours and then 
declining to negligible levels by 16 hours 
after administration. 


The concentrations in the heart, lung, © 


kidneys, spleen, and testes were similar to — 
those found in blood after oral dosing, but — 


significantly higher levels were found in 
skeletal muscle, fat, skin, and liver. 

After oral administration griseofulvin was 
not uniformly distributed in the blood of 
rabbits or. rats; 





65% was present in the — 
plasma and the remainder in the cells. | 


Protein-binding studies by an ultrafiltration — 


technique revealed that 84% of the plasma 
griseofulvin was protein-bound. 


The absorption studies on cats indicated 


that griseofulvin was absorbed throughout 
the small intestine (Fig. 4), but that absorp- 
tion, in the duodenum at last i is self-limit- — 


ing, some mechanism other than passive 
diffusion being involved. Thus it is reason- 


able to assume that the complete freedom of 
griseofulvin from oral toxicity to rats and 
mice (Sharpe and Tomich ê) indicates a low 
percentage absorption of high doses. The 
average peak blood levels recorded for rats 
given single oral doses of 100, 1,000, and 
10,000 mg/kg. were 3.2ug., 4.5ug., and 
12.8ug/ml., respectively, a hundredfold in- 
crease in dosage thus producing only a four 
fold increase in blood level. 
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BIOLOGICAL DISPOSITION OF GRISEOFULVIN — eg fi E 
The metabolic studies in vitro showed does not result entirely from passive diffu- i: Be 
that, of the tissues examined (spleen, kidney, sion; a self-limiting mechanism may be 4 
lung, and liver), only the liver destroyed involved. “3 
griseofulvin, the destruction rate being Of the griseofulvin circulating in the E- 
liyg/gm/minute. If this rate of inactiva- blood 65% is in the plasma; of this, 84%, 
tion should obtain in vivo in rats, then it i.e., 55% of the total in the blood, is pro- 
could account completely for the total dis- tein-bound. eS 


appearance of an intravenous dose of 
20 mg/kg. within six hours of injection. 


Summary 
= After administration to rats griseofulvin 
appears to be evenly distributed throughout 
most tissues, some concentration occurring 
in the lungs and skin after intravenous 
dosing, and in liver, skin, skeletal muscle, 
and fat after oral dosing. Only 0.4% of 
an intravenous dose appears unchanged in 
the urine during the first eight hours after 
injection. The significance of the high lung 
concentrations after intravenous dosing is 
not understood. Griseofulvin was not de- 
tected in bile or cerebrospinal fluid from 
cats receiving the drug in duodenal loops. It 
is absorbed from the duodenum, jejunum, 
and ileum, to a small extent from the 
stomach and even less from the rectum. No 
absorption occurs in the colon. Absorption 
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Griseofulvin is destroyed in vitro by liver 
slices at the rate of 1.lug. per gram wet 
tissue per minute. 


Glaxo Laboratories Ltd., Greenford, Middlesex, — a 


England (Dr. Child), 
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Quantitative Determination of Griseofulvin by a 


Spectrophotofluorometric Assay 


GERALD D. WEINSTEIN, B.S., and HARVEY BLANK, M.D., Miami, Fla. 


The present use of griseofulvin as a 
systemic antifungal agent demands a sim- 
ple but accurate assay of the drug! The 
best technique reported is the excellent 
_spectrophotofluorometric method developed 
by Bedford, Child, and Tomich in Eng- 
land.? This extremely sensitive quantitative 
procedure depends upon the fluorescent 
properties of griseofulvin after its extrac- 
tion from serum. The findings of Bedford 
et al. show that the fluorescence increases 
linearly with concentration over a range of 
0.05yg.-0.5ug. per milliliter. 


= We have confirmed the utility of the 
_ assay method and describe again the pro- 


= cedure, stressing points which we found 


troublesome. Serum levels of griseofulvin 
are reported in persons who have taken the 
drug for an extended period of time, as 
compared with others who have had only 
a single dose. 


Method 


The instrument used in the present study was 
the Aminco-Bowman  Spectrophotofluorometer, 
whereas Bedford et al. used a Farrand Spectro- 
photoflucrometer. Radiation from a xenon arc 
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Presented as a discussion of the preceding paper 
by Bedford et al. , 
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lamp through the griseofulvin sample dissolved 
in 1% ethanol produces maximum fluorescence 
when the activating wave length is 295 my (Fig. 
1). For analysis the specimen is irradiated there- 
fore at 295 my and then emits a maximal fluores- 
cence at a wavelength of 450 my (Fig. 2). The 
measurement of the fluorescence at 450 my when 
an activating wavelength of 295 my is used pro- 
vides the underlying physical characteristics for 
the assay. The curves shown were obtained by — 
photographing the face of an oscillograph at- 
tached to the photomultiplier of the instrument. — 
A variable multiplier scale permits accurate read- 
ings over the entire range of concentrations. 


It is of great importance that all glassware used 
be scrupulously clean? The following wash pro- 
cedure is recommended: a first rinse in ethyl — 
alcohol, water rinse, two-hour bath in 10% chromic- 
sulfuric acid solution, repeated water rinse, dis- 
tilled water rinse, and a final 1% ethanol rinse. 
(Note: Distilled water used must be analyzed to 
see that it is free of impurities causing fluorescence — 
at the wavelength concerned.) Detergents should 
not be used for cleaning. Disposable polyethylene 
10 c.c. syringes are recommended for the blood 
samples. 


In order to measure the concentrations of serum 
griseofulvin, standard solutions are necessary for- i 
comparison. Griseofulvin is soluble in absolute 
alcohol up to 0.1%. Using pure powdered griseo- 
fulvin, a solution of 1,000ug/ml. of absolute alco- 
hol is prepared and then diluted 100 times with 
distilled water, making a solution of 10ug/ml. of 
1% ethanol. This becomes the stock solution. Ali- 
quots of stock solution are diluted with 1% ethanol 
(fluorescence-free) to make standards ranging — 
from 0.05ug. to O.5ug/ml.. of 1% ethanol. The — 
fluorescent readings of the standards are measured — 
and plotted against their concentrations. The con- 
centrations of the unknown solutions can be read 
directly from the graph after measuring their 
fluorescence. An algebraic slope can also be com- 
puted by averaging the results of the standard 
fluorescences divided by the respective standard 
concentrations. Dividing this slope into the un- 
known fluorescence readings will give each un- 
known concentration. In practice the standards 





1.—Activation 
spectrum of 0.5ug/ml. 
griseofulvin in 1% etha- 
nol. 


Fig. 


| | 
150 


should be read before and after the unknowns, 
since an 
machine or the room during the experiment will 


increase in temperature in either the 
cause a decrease in fluorescence of the compound. 
The best results have been achieved in a constant- 
temperature, air-conditioned room of 25 C or less. 

A measured sample of serum (1 ml. or less) is 
mixed with 1 ml. of 1% ethanol in a 6 in. test 
tube. Ten milliliters of ethyl ether are added by 
buret or cylinder and mixed; flat-bottomed stirring 
rods are convenient for mixing. (Note: A reagent 
grade of ether has fluorescent impurities; there- 
fore, 2 “Spectro Grade” of ether must be used.) 
Within 20 to 30 seconds, 8 ml. of ether are 
pipetted with a suction bulb from the ether phase 
and then evaporated to dryness in a 50 ml. beaker. 





200 350 


W einstein—Blank 


300 





450 600 -my 


The residue is redissolved in 10 ml. of 1% ethanol 
and measured for fluorescence. In addition to the 
unknowns, readings of the blank or pre-dose serum 
ethanol, and the 
blank 


extractions, 1% standards are 
included. The fluoresce 
about twice as much as 1% ethanol and one-half 
as much as the 0.05ug. The difference 
in fluorescence between the serum blank and the 
from the fluorescence 
values of the unknowns as the blank correction. 
From the corrected fluorescence reading, the con- 
centration of griseofulvin in 1 ml, of 1% ethanol 
is obtained from the graph or by the algebraic 
method. This concentration is multiplied by a fac- 


serum extractions 


standard. 


% ethanol is subtracted 


tor of 12.5 to arrive at the final concentration of 
griseofulvin in 1 ml. of serum. 


Fig. 2.—Analysis spec- 
trum (activating wave- 
length 295 myu) of 0.5ug/ 
ml. griseofulvin in 1% 
ethanol. 
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Fig. 3—Serum levels after single dose of 1.0 gm. griseofulvin. 


Results 


Serum griseofulvin levels were measured 
over a 72-hour period in subjects given a 
single 1.0 gm. dose of drug (Fig. 3). 
These subjects had peak serum levels in 
four hours of 1.0ug. to 1.6ug/ml. of serum. 
A half-life in the serum was 24 hours. At 
the end of 72 hours, trace quantities of 


0.2ug. to Sug/ml. were still present in the 
serum. The level achieved by Subject D 


(1.6ug/ml.) was almost identical with the — 


mean of three individuals reported by Bed- 
ford et al. : 
that on an identical dose the peak pact: 
attained in Subject E (0.85yg/ml.) was — 
half of that in the other subject (Fig. 3). 
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Fig. 4—Serum levels after a single dose of 1 gm. griseofulvin in persons taking: 1 gm. 


per day for four months. 
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SPECTROPHOTOPIUOROMERRIC 1 ASSA ee 


The results in subjects. Hig 1.0 gm. 
daily for four months are presented in Fig- 
ure 4. The serum griseofulvin levels before 
the test dose (24 hours after the previous 
dose) were approximately 1.5ug/ml. The 


maximum serum levels in these subjects 


were reached in eight hours and were 2ng. 
to 2.3ug/ml. The half-life of griseofulvin 
in the serums of this group was 48 hours. 
Trace to negative results were found at 
72-96 hours. Disappearance of the drug 
from the serum occurred within the same 
period of time in subjects given a single 
dose or after four months of administra- 
tion. The results in the present study co- 
incided closely with those reported by 
pora: etal” and shown in poor 3. 


i wi Summary 


A The procedure for a serum spectrophoto- 


fluorometric assay of griseofulvin is re- 
viewed and elaborated. Results of serum 
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griseofulvin levels are presented on H E E 
taking single doses and after long-term E 
administration of griseofulvin. Although 

there are only a few data in this preliminary 
study, there seems to be a marked variation 
in the blood levels achieved after the same 
dose, which may reflect differences in the 
absorption in different individuals. After 


ae 
et f 


á 
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administration of griseofulvin for either En. 


one day or continuously for four months ae § 
the blood levels dropped to trace amounts Be 


in 72 hours. 8 


Gniversity of Miami School of Medicine, PER 
son Memorial Hospital (36) (Dr. Blank). : 
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The Experimental Toxicology of Griseofulvin 


G. E. PAGET, M.D., and A. L. WALPOLE, Ph.D., Macclesfield, England 


In 1956 our colleague, Dr. A. R. Martin,* 
discovered in these laboratories that sys- 
temically administered griseofulvin pro- 
duced dramatic cure in superficial mycotic 
infections of the guinea pig skin. It there- 
fore became necessary to determine whether 
griseofulvin was safe enough to administer 
to man. This paper reports the investiga- 
tions carried out to this end. These have 
already been briefly reported elsewhere 
(Paget and Walpole, 1958). 


Methods 


Griseofulvin—All the griseofulvin used in these 
experiments was obtained from Messrs. Glaxo as 
a white crystalline powder. Animals dosed orally 
received appropriate doses as a 4% suspension of 
this material in 0.5% Tween 80. The doses were 
given by stomach tube once daily five days a week. 
For parenteral, and particularly for mtravenous, 
administration it is necessary to produce a fine- 
particle-size suspension. For this purpose dry gris- 
eofulvin powder was finely ground in a pestle and 
mortar and then suspended in 0.5% Tween 80 and 
ball-milled for 24 hours. The suspension thus 
prepared contained no particles greater than 10, 
in maximum diameter. In experiments with bean 
roots, supersaturated solutions of griseofulvin con- 
taining approximately 40ug/ml. were prepared by 
boiling an excess of griseofulvin in distilled water 
or tap water under reflux for an hour, and cooling 
and filtering the resultant solution. 


Animals.—Rats used in these experiments were 
albino animals of a Wistar strain maintained in 
these laboratories, and for the most part experi- 
ments commenced on animals weighing 100 gm. 
The dogs used were mongrels obtamed from a 
commercial supplier. 


Submitted for publication Jan. 18, 1960. 
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Histological Methods—Histological observations 
were made on paraffin sections of material fixed 
in a Zenker-acetic acid mixture and stained by 
hematoxylin and eosin or by the Feulgen method 
for desoxyribonucleic acid. Bone marrow smears 
were made from the femoral bone marrow of 
dosed animals by the technique of Burke, Brothers- 
ton, and Harris? (1955) and the smears were 
stained by Giemsa. Standard hematological methods 
were used for the estimation of total erythrocytes, 
leukocytes and hemoglobin on blood obtained from 
the tail in rats and from the ear in dogs, Cytologi- 
cal studies were made on squashes of suitable 
material stained by the Feulgen technique en masse. 
The beans used in these studies were seedlings of 
Vicia faba, variety Seville Long-pod. 


Results 


Oral Administration to Rats.—Groups of 
five male and five female rats were dosed 
at the following levels: 2 gm/kg., 1 gm/kg., 
and 500 mg/kg. The control groups re- 
ceived doses of the suspending fluid only. 
The dosing was continued for eight weeks. 
During this period the dosed animals grew 
as well as the control animals and showed 
no evidence of toxic effects (Fig. 1). At 
the end of this period of dosing all the 
animals were killed and the following tis- 
sues were taken: adrenals, bladder, gonads, 
heart, large intestine, small:intestine, kid- 
ney, liver, lungs, lymph nodes, pancreas, 
spleen, stomach, thyroid, and thymus. His- 
tological examination revealed no abnor- 
malities clearly ascribable to the action of 
the drug. The testes of some of the male 
animals show some minor abnormalities 
of the later stages of spermatogenesis but 
such changes are not uncommon in un- 
treated rats, and it is doubtful what signifi- 
cance may be attached to them. 

Oral Administration to Dogs.—A group 
of two mdle and two female mongrels re- 
ceived 1 gm/kg. of griseofulvin daily for 


P 
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Females 


Mean % increase 
S 


60 
40 
20 
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ight weeks. During this time the animals 


howed no evidence of toxic effects of the 
ompound. Hematological examinations 
howed no undue leukopenia (Table). Dur- 
ag the period of dosing, an outbreak of 
cute respiratory infection occurred in the 
og colony, and several of the dosed ani- 
als suffered from this to a gseater or 
sser degree. It seemed probable that the 
sukocytosis observed in two animals could 
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Fig. 1—Weights. of 
groups of five male (a) 
and five female (b) rats 
during dosing with gris- 
eofulvin. Weights are 
plotted as percentage of 
weight at beginning of 
experiment. 





40. «47 54 


be ascribed to this cause. At the conclusion oa 


of the experiment the animals were killed 
and the same tissues as were examined in 
the rats were prepared for microscopy and 
examined histologically. In addition the 
brain from these animals was examined. 
No abnormalities ascribable to the action of 
the drug was discovered. 

Parenteral Administration to Rats — 
Groups of five male and five female rats 
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Hemoglobin and White Cell Counts of Dogs During Dosing with Griseofulvin, 
One Gram per Kilogram 











Dog No. 1 2 3 4 
Week Hb * WCCt Hb wco Hb WCC Hb WCC 
1 13.5 20.0 14.7 13.9 16.4 9.5 17.1 11.3 
2 13.2 16.1 14.7 16.8 13.9 23.5 13.2 15.7 
3 13.5 20.1 14.3 19.6 13.5 19.0 14.7 19.9 
4$ 13.5 24.1 14.7 27.2 14.7 13.1 14.7 15.0 
51 12.3 56.1 15.1 16.3 16.0 10.2 15.8 14.1 
6 12.8 31.0 15.6 11.4 15.1 11.2 15.1 12.9 
7 14.2 23.1 16.4 12.2 15.9 13.6 16.2 13.3 





* indicates hemoglobin in gm/100 ml.; 


t, white cells per cubic millimeter X 10— 3; 


t, acute respiratory infection in dog colony 


during this period. Red cell and differential white cell counts were also performed and showed no abnormality. 


were dosed ‘at a level of 2 gm/kg. intra- 
peritoneally daily for five days. The ani- 
mals were then killed and their tissues 
examined histologically. Abnormalities were 
noted in the testes and in the intestines. 
The testes showed extensive changes in the 
seminiferous epithelium. In most tubules 
some necrosis of spermatids could be ob- 
served and in some tubules the whole semi- 
niferous epithelium was necrotic (Fig. 2), 
with the exception of a single layer of cells, 
presumably spermatogonia, close to the 
basement membrane which appeared unaf- 
fected. The intestines of these animals 
showed slight evidence of degradation of 


Fig. 2—Testes of rat 
dosed __intraperitoneally. 
There is disorganization 
of spermatogenesis, and 
two tubules show exten- 
sive necrosis. Hematoxy- 
lin and eosin stain; 
reduced 20% from mag. 
X 246. 
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the epithelium, particularly in the crypts. 
There was, however, no necrosis or ulcer- 
ation. 


Since these changes suggested that gris- 
eofulvin might be interfering with mitosis, 
further groups of animals were given in- 
travenous doses of 200 mg/kg. and animals 
were killed at 2, 6, and 24 hours following 
the dose. Portions of small intestine were 


fixed and paraffin sections prepared, and 
smears and squashes of bone marrow were 
also examined. These showed that at two 
hours and to a greater degree at six hours 
injection, a considerable accumu- 
mitotic figures in metaphase had 


after the 
lation of 
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occurred at both these sites (Figs. 3 and 4). 
At 24 hours the intestinal ep?thelium ap- 
peared normal, but the bone marrow was 
markedly hypocellular and pyknotic nuclei 
could be seen (Fig. 5). Groups of rats 
carrying transplanted tumors and dosed 
intravenously were killed and the tumors 
examined cytologically. Similar arrest of 


Fig, 4—Bone marrow, 
same rat as Figure 3. 
Note large numbers of 
mitoses (arrowed). Smear 
Giemsa stain; reduced 
33% from mag. X 1,188. 
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Fig. 3.—Intestine of rat 
dosed intravenously, six 
hours post injection, Note 
accumulation of mitoses 
in crypt; 10u section, 
Feulgen stain; reduced 


8% from mag. X 918. 


mitosis to that seen in the bone marrow and 
intestine could be demonstrated in the tu- 
tissue. Griseofulvin was, however, 
without significant therapeutic effect on the 
neoplastic process. A further group of ani- 
mals was dosed intravenously with 200 
mg/kg. and the peripheral blood count esti- 
mated daily. In all the animals a significant 


mor 
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fall in the circulating white cells occurred. 
This fall was most pronounced in the 
myeloid series, and in some animals com- 
plete absence of polymorphonuclear leuko- 
cytes from the peripheral blood was 
observed. In animals receiving only one 
dose this change appeared reversible, but 
two or more spaced intravenous doses 
caused a number of deaths in the experi- 


Fig. 6—Testes of rat 
dosed intravenously seven 
days post injection. Note 
debris in tubules, disor- 
dered spermatogenesis, 
and large numbers of 
multinucleate giant cells. 
Hematoxylin and eosin; 
reduced 20% from mag. 


X 288. 
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Fig. 5—Bone marrow 
of rat dosed intravenous- 
ly 24 hours post injection. 
This smear was made by 
exactly. the same tech- 
nique as Figure 4 and 
this photomicrograph is 
of the densest part. Note 
extreme hypocellularity. 
Smear Giemsa stain; re- 
duced 25% from mag. 
< 1,188. 


mental animals. Another group of male 
animals received a single intravenous dose 
of 200 mg/kg. and four animals were killed 
on each subsequent day for the next 12 
days. Their testes were fixed and examined 
histologically. Necrosis first appeared on 
the fourth day after injection, and abnor- 
malities of the seminiferous epithelium, 
particularly multinucleate spermatids, could 
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still be seen at the twelfth day (Figs. 6 
and 7). 

Chronic Parenteral Administration to 
Rats.—An experiment now in progress con- 
sists of the following groups of 25 animals: 
Group I, griseofulvin 200 mg/kg. twice 
weekly by intraperitoneal injection; Group 
II, suspending fluid 5 ml/kg. twice weekly 
by intraperitoneal injection; Group III, col- 
chicine 0.5 mg/kg. in peanut oil, U.S.P. 
(Arachis oil) twice weekly subcutaneously, 
and Group IV, peanut oil 2 ml/kg. twice 
weekly subcutaneously. A further group 
was included at the beginning of the ex- 
periment of animals dosed with griseofulvin 





Fig. 8 (A and B).— 
Bean root tips six hours 
in griseofulvin. Both show 
dissociated groups of 
chromosomes, A shows a 
group of five micronuclei. 
Squash, Feulgen stain; 
reduced 25% from mag. 


X 607. 
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Fig. 7—Testes of rat 
dosed intravenously 12 
days post injection. 
Atrophic tubule with de- 
bris and multinucleate 
giant cell. Hematoxylin 
and eosin; reduced 25% 
from mag. X 384. 


orally. Unfortunately a dosing mishap, oc- 
curring after the experiment had been in 
progress for six months, caused the deaths 
of most of this group. The remaining 
groups have now been dosed continuously 
for 15 months. No tumors so far have oc- 
curred in the griseofulvin group. A small 
number of tumors at the injection site have 
occurred in the group receiving colchicine 
and in the group receiving peanut oil. It is 
proposed to continue this experiment for 
the life span of the animals. 

Experiments with Bean Roots.——When 
bean seedlings are grown in a supersatu- 
rated solution of griseofulvin, delay of 
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mitosis in metaphase can be demonstrated 
within two hours of placing them in the 
solution; if the treatment be prolonged, 
growth ceases almost completely. As in the 
animal experiments, the mitotic arrest is in 
metaphase and is of a degree similar to that 
seen with colchicine under similar circum- 
stances. Unlike colchicine, however, the 
mitoses observed are for the most part 
normal in morphology, and spindle forma- 
tion does not appear to be as completely 
inhibited by griseofulvin as it is by col- 
chicine. However, some abnormality of 
spindle formation is indicated by the occur- 
rence of numbers of multipolar mitoses. In 
such mitoses, after separation of chro- 
matids, the chromosomes separate into 
irregular groups, up to five in number, but 
usually four, two being derived from each 
metaphase plate. These are then reconsti- 
tuted into nuclei of varying size with the 
original cell (Fig. 8). We have not ob- 
served evidence of chromosome breakage 
nor of any significant degree of polyploidy. 


Comment 


The experiments described above were 
performed to evaluate the degree of risk 
involved in the administration of griseo- 
fulvin to human patients. In this case it 
was necessary to be particularly cautious 
since it was likely that griseofulvin would 
be extensively used in the treatment of 
patients with relatively trivial diseases 
which represented no risk to life and gave 
rise to no serious morbidity. It is imme- 
diately clear from the examination of the 
results reported above that to the experi- 
mental animals used griseofulvin is with- 
out hazard when given orally. This may, 
however, be only a reflection of the rela- 
tively poor or slow absorption of the ma- 
terial from the intestinal tract. As anybody 


_who has to do with trials of new drugs is 


well aware, absorption of a compound in 
one species is not necessarily a good guide 
to absorption in another, and we were 
therefore left with the possibility that the 
material might be absorbed with greater 
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facility in human beings than in the species 
studied. The parenteral dosage experiments 
were undertaken to discover what the ef- 
fects of high blood levels of griseofulvin 
might be. Both the initial observations on 
parenterally dosed animals, and indeed all 
the subsequent investigations, indicated that 
under these circumstances griseofulvin is 
a mitotic poison of similar type to colchi- 
cine. The hazards of this type of toxic 
action are, of course, well recognized, and 
consist largely of changes, frequently irre- 
versible, in the hemopoietic system. There 
was no doubt in our minds that if griseo- 
fulvin were absorbed rapidly and complete- 
ly in human beings a proportion of patients 
would show catastrophic hematological ef- 
fects. We had no basis on which to predict 
the degree to which human beings would 
absorb this material, and it therefore 
seemed wisest to assume that these serious 
changes were at least a possibility in the 
first patients dosed with this material, This 
assumption precluded clinical trial in any 
but patients suffering from intractable dis- 
eases constituting in themselves a severe 
and continuing hazard to health. 

Before a final decision on this point could 
be made, however, it was necessary to con- 
sider the possibility of long-term effects, 
particularly if it proved necessary to ad- 
minister griseofulvin for long periods of 
time. There are, unfortunately, few well- 
established correlations between the acute 
or subacute toxic effects of a compound 
and those which appear only after the elapse 
of many months or years. However, one 
correlation is reasonably well established. 
This is the case of radiomimetic substances 
which are mitotic poisons capable of pro- 
ducing chromosome breakage. A strong 
probability exists that substances which 
produce chromosome breakage will, in long- 
term experiments, prove to be carcinogens. 
We had established that the mitotic poison- 
ing action of griseofulvin was not regularly 
accompanied by chromosome breaks. Never- 
theless it is currently fashionable to believe 
that many carcinogens act by producing 
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nuclear damage of some sort, and any sub- 
stance which can be shown in acute experi- 
ments clearly to interfere with the integrity 
‘of the nucleus in one way or another must 
be somewhat more suspect in this sense than 
substances which do not interfere with this 
structure. The close similarity of the action 
of griseofulvin on mitosis to that of col- 
-chicine caused us to hope that it might be 
possible to argue by analogy from the long- 
term effects of colchicine administration. 
It is somewhat surprising that no adequate 
study of the effects of long-continued ad- 
ministration of colchicine has been pub- 
lished. The only published data (Harde, 
-1939) suggest, in fact, that colchicine might 
be a carcinogen. With these possibilities 
in mind the long-term experiment described 
above was commenced, and although the 
experiment is not yet complete it is clear 
that under these conditions neither gris- 
eofulvin nor colchicine are potent carci- 
nogens. 

Unfortunately no investigation based 
solely on the effects of a chemical com- 
pound on laboratory animals can lead to 
a final decision as to whether the compound 
will prove to be safe in human beings. This 
is particularly true when apparently con- 
tradictory facts may be obtained from 
different experiments, and in these cases 
it is essential that the clinical trials, if these 
be undertaken, be so carefully conducted 
as to obtain the maximum information 
from the first patients to receive the com- 
pound. This was fortunately the case with 
the initial clinical trials of griseofulvin. 
Professor Harvey Blank’s trial in particular 
is a model of a satisfactory clinical trial, 
and it now seems clear that griseofulvin is 
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well tolerated by human beings when it is 
given by mouth and acute ill effects do not 
appear (Blank and Roth, 1959). How- 
ever, it is as well to remember that the 
substance does possess these potent actions 
on mitosis and it should not therefore be 
ued indiscriminately, 


Summary 


Experiments undertaken to determine - 


whether griseofulvin was safe to administer 





to patients are described. It is shown that — a 


when administered orally griseofulvin is 
devoid of toxic effects to laboratory ani- 
mals, even in large doses, but that given 
parenterally it is a mitotic poison. Further 
experiments demonstrated that the action 
on mitosis was of the same type as that of 
colchicine. The'significance of these results 
is discussed. 

Imperial Chemical Industries Limited, Pharma- 


ceuticals Division, Alderly Park, Macclesfield, 
Cheshire, England. 
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Griseofulvin and Human Spermatogenesis 


JOHN Mac LEOD, Ph.D., and WARREN O. NELSON, New York 


The effect of griseofulvin on human sper- 
matogenesis has been investigated in two 
groups of persons for periods ranging from 
three to six months at a daily intake level 
of 2 gm. These men, in normal health, were 
confined in two separate institutions, and 
each group was living under the same con- 
ditions of diet and exercise. The first group 
of 14 men (Table 1) was in the age group 
of 23-47 years (mean age 33), the sec- 
ond, of 12 persons, ranged in age from 20 
to 45 years with a mean age of 31. 

The same investigative protocol was fol- 
lowed in both groups. Testicular biopsies 
were obtained during a short control period 
in which two semen specimens were ex- 
amined to establish the level of semen qual- 
ity prior to therapy. Thereafter, in the 
first group, the griseofulvin was taken 
orally (2 gm. daily) for three months, and 
in the second group, the same dose for 


`a period of six months. Semen specimens 


were examined at weekly intervals through- 
out the experimental periods, emphasis being 
placed upon ejaculate volume, sperm count, 
and sperm motility and morphology. In 
the first group, testicular biopsies were ob- 
tained from eight of the men; in the second, 
biopsies were obtained from every person at 
the end of the six-month period of therapy. 


Results 


Table 1 presents the data on semen qual- 
ity on the 14 men in the first group who 
took the griseofulvin for three months. The 


Submitted for publication Jan. 18, 1960. 
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TABLE 1.—Average Semen Quality of Fourteen 
Men, at Weekly Intervals During Three-Month 
Period of Griseofulvin Intake 











Total 
Sperm Sperm 
Semen Count/Ce Count % 
Specimen Ejacul. in Millions Normal 
No. Vol., Ce. — Forms 
Control 1 3.42 228 780 79 
Control 2 2.84 185 527 78 
3 3.20 100 320 84 
4 3 30 175 577 84 
5 3.42 180 615 82 
6 2.91 134 389 81 
7 3.10 111 341 79 
8 3.10 117 363 83 
9 2.50 128 320 80 
10 3.48 130 452 81 
11 3.18 130 413 80 
12 2.74 123 337 79 
13 3.38 152 513 81 


Semen Specimens 3-13 produced at weekly intervals after in” 
take of griseofulvin (2 gm. daily) was begun. 


data is presented as the mean figures for 
ejaculate volume, sperm counts per cubic 
centimeter, total sperm counts, and the mean 
readings of the spermatozoal morphology 
expressed as percentage of normal forms. 
The first control semen specimen examined 
was obtained after undetermined periods of 
continence, although in most of the 14 
persons the admitted period was at least 
two weeks. The high mean sperm counts 
found in the first specimen can be accounted 
for on that basis. The second control semen 
specimen was obtained after only three days 
of continence (three days after the first) 
and should be considered as more repre- 
sentative than the first. The mean sperm 
counts for these 14 men, both in the control 
figures and throughout the entire course of 
the study, represent a population of high 
potential fertility. None of the 14 individ- 
uals could be considered as infertile, and 
most were above average in all aspects of 
semen qualfty. Motility readings are not 
recorded in either table, but almost with- 






out exception, the sperm motility was good 
or excellent through the study. The sperm 
counts of certain of the men varied from 
time to time under the same apparent con- 
ditions of continence, but none of the count 
swings fell outside the normal range of 
variation. Indeed, all aspects of semen 
quality including sperm morphology re- 
mained at a remarkably constant level. 

As might be expected from the data on 
semen quality, the testicular biopsies ob- 
tained after the three-month course of grise- 
ofulvin did not show significant changes. 
Only 8 of the 14 men consented to the 
second biopsy. Our attention was concen- 
trated on tubal size, patterns of spermato- 
genic activity, sperm production, condition 
of the peritubular connective tissue, and 
functional appearance of the Leydig cells. 
In all these respects, the histologic condi- 
tion of the testes appeared to be unaf- 
fected by the griseofulvin. Both before and 
after the period of treatment, the histologic 
picture of all the biopsies was, in each 
instance, within the recognized range of nor- 
mality. The data in Table 2 represents the 


TABLE 2.—Average Semen Quality of 12 Men, at 
Monthly Intervals, During a Six-Month 
Period of Griseofulvin Intake 


Mean 
Mean i Total 
Mean Sperm Sperm Mean 
Ejac. Count/Ce. Count Percentage 
Semen Volume, in in Normal 
Specimen Ce. Millions Millions Forms 
Control 2.8 105 294 70 
After 4 weeks of 
griseofulvin 3.4 107 364 75 
After 8 weeks 3.45 103 355 73 
After 12 weeks 3.53 105 371 72 
After 16 weeks 3.36 114 383 72 
After 20 weeks 3.52 117 412 75 
After 24 weeks 3.80 123 467 73 
27 weeks after 
cessation of 
griseofulvin 4.10 123 504 69 
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GRISEOFULVIN AND HUMAN SPERMATOGENESIS 


semen quality of 12 men in another institu- 
tion who were maintained on a 2 gm. daily 
intake of griseofulvin for a period of six 
months. Since, again in this group, no 
striking changes in semen quality were evi- 
dent throughout the course of treatment, 
the figures have been abbreviated so that 
only the mean figures for the various as- 
pects of semen quality for each four weeks 
of treatment are shown. This concentration 
of figures does not mask any essential 
change in any aspect of the semen quality 
of any individual throughout the study. It 
is evident from the figures in Table 2 that, 
as in the first group, the griseofulvin did 
not elicit any substantial change in semen 
quality, even though the total intake of 
griseofuvin in the second group was more 
than double that of the first. Similarly, the 
testicular biopsies obtained from all 12 in- 
dividuals at the end of the six months of 
griseofulvin failed to show any substantial 
change in spermatogenesis or in the other 
aspects of testicular morphology. 


Summary 


The daily administration of 2 gm. of 
griseofulvin to normal men for periods 
ranging up to six months did not produce 
significant changes in semen quality or in 
the histology of the testes. 

We are deeply indebted to Dr. A. Kligman of 
the University of Pennsylvania for his cooperation 
in the first portion of this study. We also have 
pleasure in acknowledging the invaluable aid of 
Dr. Austin R. Stough and of Robert Bangs of 
Stough Research Inc., McAlester, Okla. 

The griseofulvin was supplied by the McNeil 
Laboratories and the Schering Corporation. We 
wish to record our gratitude to Dr. James Shaffer 
and to Dr. Kenneth Hawkins of these companies 
for the close cooperation which was so essential 
in the study. 


Department of Anatomy, Cornell University 
Medical College. , 
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Effect of Prolonged Griseofulvin Administration on 


Liver, Hematopoietic System, and Kidney 


CLARENCE S. LIVINGOOD, M.D.; MAC BRANNEN, M.D.; RICHARD L. ORDERS, M.D.; 
JEROME B. KOPSTEIN, M.D., and JOHN W. REBUCK, M.D., Detroit 
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eofulvin to guinea pigs to 





The isolation of griseofulvin from Peni- 
cilium griseofulvum dierckx, accomplished 


in 1939, by Oxford and his associates,! was 


followed by a long silence; during the en- 
suing eight years, a period which saw the 
search for antibacterial agents stepped up 
at an ever-increasing pace, griseofulvin re- 
mained on the shelf as just another “‘fail- 
ure,” because it did not prove active against 
bacteria. Then, following the isolation by 
Brian? of a substance from Penicillium 
Janczewski which he called “curling factor” 
because its addition to fungus cultures re- 
sulted in shriveling and stunting of fungal 
hyphae, and following Grove and Mc- 
Gowan’s è studies which showed griseoful- 
vin and the “curling factor” to be the same 
substance, griseofulvin was used effectively 
against fungal diseases affecting comestible 
plants as well as in the treatment of ring- 
worm in cattle. However, in spite of the 
reports on the successful use of griseoful- 
vin in both horticulture and veterinary 
medicine, no progress was made in regard 
to its use in human medicine for another 
11 years—until 1958. 

In that year, Gentles * administered gris- 
study the 

Submitted for publication Jan. 18, 1960. 

Griseofulvin for this study furnished, as Fulvi- 
cin, by G. Kenneth Hawkins, M.D., Division of 
Clinical Research, Schering Corporation, Bloom- 
field, N.J. 

Department of Dermatology (Dr. Livingood, 
Dr. Brannen, Dr. Orders, and Dr, Kopstein), 
and Department of Laboratories (Dr. Rebuck), 
Henry Ford Hospital. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 
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feasibility of its use in the treatment of 
dermatomycoses in human subjects. His 
report on these successful studies not only 
ended the long period of inactivity with 
griseofulvin, but also stimulated worldwide 
studies on its use in human subjects. Much 
of the credit for initiating these studies 
goes to three pioneer investigators—Gustav 
Riehl# who first described the successful 
clinical use of griseofulvin when he report- 
ed to the Austrian Dermatological Society 
in Vienna, in November of 1958, on 15 
cases of infection by dermatophytes com- 
pletely eradicated with orally administered 
griseofulvin; Williams, whose work soon 
after appeared in Lancet, and Blank and 
Roth,‘ who were the first to undertake the 
study of griseofulvin in the United States 
and who have treated the largest series of 
patients to date. Numerous other studies 
by leading investigators, including Sulz- 


berger and Baer, Goldman, Pardo-Castello, . 


Sidi and Spinasse, Arnold, Robinson, Gant, 
Murrell, and many others, soon followed. 

As is usually the case with the discovery 
of a new drug, most of the reports have 
referred primarily to therapeutic effects, 
optimal application, and readily apparent 
side-effects. In view of this, and because 
of the early reports by Pipkin § on possible 
leukopenic effects, and by Paget and Wal- 
pole? on possible interference with mitosis 
in actively dividing cells, in our studies we 
decided to place the major emphasis on the 
subject of side-effects and possible toxicity 
of griseofulvin. As its title indicates, our 
report will discuss primarily the effect of 
the prolonged administration of griseoful- 
vin on the liver, hematopoietic system, 
and kidney, 


cu 


PROLONGED ADMINISTRATION—EFFECTS 


As the data on the 66 patients included 
in our study and treated for up to seven 
months indicate, griseofulvin appears to be 
a relatively safe and well-tolerated antibi- 
otic. The side-effects seem to be few and 
transitory and the toxicity gratifyingly low. 
Although the picture is encouraging indeed, 
the verdict should not be considered final; 
the lesson learned so well with chloram- 
phenicol, which was given to perhaps sev- 
eral million patients before blood dyscrasias 
appeared, should be borne in mind. 


Materials and Methods 


Sixty-six patients, fifty-six men and ten women, 
were included in our study. When feasible, griseo- 
fulvin was administered to all patients with a 
positive diagnosis of superficial fungus infection 
seen on our service since the beginning of this 
study. No effort was made to select patients. The 
routine dosage for all adults was 250 mg. q.i.d. 
Children received 125 mg. to 250 mg. t.i.d., de- 
pending upon their age and body weight. 

Of the patients, 16 had tinea capitis, 15 due to 
Microsporum audouini and 1 due to Trichophyton 
tonsurans; 3 had favus due to Achorion schoen- 
leini; 44 had tinea corporis, cruris, manum, pedis, 
or unguium, with two or more areas being affected 
in almost all cases; the pathogens cultured in this 
latter group of 44 patients were Trichophyton 
rubrum in 40, Trichophyton mentagrophytes in 2, 
and E. inguinale in 1; 1 patient had a positive 
KOH slide but fungus cultures were negative. 
Also, for investigational purposes, two patients 
with psoriasis and one with mycosis fungoides 
were included in this study. All of the 16 patients 
with tinea capitis and 2 of the patients with favus 
were under 12 years of age. The other patients 
ranged in age from 14 to 69 years, with the ma- 
jority being in the second, third and fourth dec- 
ades; only 5 patients were over 60 years of age. 


All patients were seen and evaluated at intervals 
varying from one to three weeks during the entire 
course of their therapy with griseofulvin. 


The Hematopoietic System 


Careful and extensive hematologic inves- 
tigations were done before griseofulvin was 
started and at intervals during the treatment 
of 64 patients in this series, and in 2 addi- 
tional patients, only hemoglobin determina- 
tions and leukocyte counts were done. A 
total of 237 hemograms (including leuko- 
-cytic count, blood smear, and hemoglobin 
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TABLE 1.—Summary of Data: Hemoglobin and 
Leukocyte Count Determinations 





Hemoglobin Leukocyte Count 
No. No. 
Patients Patients 
with with 
Abnormal Abnormal 
No. Post- No. Post- 
Treatment Patients ‘Treatment Patients ‘Treatment 
Period Studied Findings Studied Findings 
4-8 weeks 28 0 28 0 
9-16 weeks 23 0 23 0 
17-24 weeks 9 0 9 0 
Over 24 weeks 6 0 6 0 
Total 66 0 66 0 


determination in each case) were done be- 

fore and during the course of therapy with 
griseofulvin of those 64 patients who had 
complete hematologic evaluation. The ex- 
amination of the blood smear included dif- 
ferential leukocyte count and study of 
cellular elements for abnormal changes; all 
of these smears were read by an experi- 
enced technologist. The results of these 
hematologic examinations are summarized 
in Tables 1 and 2. There was no evidence 
of griseofulvin induced abnormalities in 
these parameters. It is pertinent to empha- 
size that during the course of therapy of 
these 66 patients who were treated with 
griseofulvin for from one to seven months, 
there were no significant changes in the 


TABLE 2.—Summary of Data: Blood Smear and 
Bone Marrow Studies 








Study of Blood * Bone Marrow 


Smear Examination 
-—...? XN VS — 
No. No. 
Patients Patients 
with with 
Abnormal Abnormal 
No. Post- No. Post- 
Treatment Patients Treatment Patients Treatment 
Period Treated Findings Treated Findings 
4-8 weeks 27 0 1 0 
9-16 weeks 22 0 7 2 
17-24 weeks 9 0 5 0 
Over 24 weeks 6 0 3 2 
Total 64 0 16 4t 





* Includes differential leukocyte count, and study of all of the 
cellular elements for abnormal ehange. t The only change was 
slight depression of the megakaryocytes. In each case there was 
slight to moderate hypoplasia of the marrow before treatment. 
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peripheral blood indicative of any evidence 
of drug toxicity in these representative 
areas in the hematopoietic system, namely 
the platelets, the leukocytes, and the eryth- 
rocytic series. 

Pre- and post-treatment bone marrow 
studies were made in 16 of the 66 patients. 
Complete numerical study of the bone mar- 
row specimens by one of us (J. W.R.) 
revealed no significant changes in 12, while 
some magakaryocytic depression was ob- 
served in 4 cases. These results are sum- 
marized in Table 2. It should be noted, 
however, that the four instances of mega- 
karyocytic depression occurred in individ- 
uals whose marrow pattern prior to therapy 
presented some degree of hypoplasia; care- 
ful study of the platelet counts in these 
same subjects revealed no peripheral de- 
pression whatsoever. The virtual absence 
of evidence of toxicity in these bone mar- 
row studies allows us to conclude that ex- 
amination of peripheral blood smears prior 
to and during treatment is sufficient to 
determine the patient’s hematologic status. 


It should be noted that Pipkin ê observed 
depression of the white cell count and a 
“shift to the right” in a few of his patients 
who were treated with griseofulvin. Also, 
Murrell 1° and his associates have seen 
temporary decrease of the leukocyte count 
which, however, rebounded while the pa- 
tients were still under treatment. 


The Kidney 


Standard serum creatinine kidney func- 
tion tests were performed on 32 patients 
prior to, during, and after treatment with 
griseofulvin. Results were negative in all 
cases, indicating that kidney function as 
measured by this test did not appear to be 
impaired by this antibiotic. 

Periodic urinalyses were carried out in 
all 66 subjects included in this study; there 
were no abnormalities of any kind in 62 
patients, while 4 showed slightly abnormal 
findings. An 8-year-old boy had a 1+ 
albumin after 6 weeks of therapy; a 47- 
year-old male showed traces of albumin 
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A.M.A ARCHIVES OF DERMATOLOGY 


TABLE 3.—Results of Urinalyses and 


Kidney Function Tests 
_— OOOO 


Serum Creatinine 





Urinalysis Kidney Function Test 
No. No. 
Patients Patients 
with . with 
Abnormal Abnormal 
No. Post- No. Post- 
Treatment Patients Treatment Patients Treatment 
Period Studied Findings Studied Findings 
4-8 weeks 28 3 7 0 
9-16 weeks 23 1 14 0 
17-24 weeks 9 0 6 0 
Over 24 weeks 6 0 5 0 
Total 66 4* 32 0 





* 1+ albuminuria in 2 cases, trace albumin in 2 cases. 


after 7 weeks of treatment, negative find- 
ings after 11 weeks, and again traces after 
a little more than 6 months; a 45-year-old 
woman showed traces of albumin after 9 
weeks, and a 34-year-old man showed a 
1+ albumin and 1-2 hyaline casts after 8 
weeks and 1+ albumin after 13 weeks. In 
these 4 patients, urinalysis was negative 
prior to treatment. The results of these 
kidney function tests and the urinalyses 
are summarized in Table 3. 


In addition to our findings, Reiss 11 and 


his associates have observed faint traces of 


albumin in 6 out of 15 patients receiving 
daily doses of 4 gm. of griseofulvin for one 
to five weeks. It is noteworthy that the 
albuminuria cleared in five of these cases, 
despite continued treatment and increase of 
dosage in two patients; a sixth patient in 
Reiss’ group showed a 2+ albumin after 
having received a total dose of 84 gm. of 
griseofulvin; in his case, slight albuminuria 
persisted for one week after discontinuance 
of treatment and then disappeared spon- 
taneously. 


While it is too early to reach any final 
conclusions on the significance of these 
findings, they indicate that griseofulvin is 
capable of inducing at least temporary albu- 
minuria. We plan to do more extensive 
urinary stuglies on these patients as well 
as on others. Until a great deal more is 
known about this relatively new antibiotic, 
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PROLONGED ADMINISTRATION—EFFECTS 


TABLE 4.—Results of Liver Function Tests 
Ooo a 


Liver Function Test 
S$ Eee 


Sulfobromo- 
Treatment Cephalin Thymol Thymol phthalein 

Period Floeculat. Turbid Floce. Test 
~ 4-8 weeks 9 9 9 2 
9-16 weeks 14 14 14 6 
17-24 weeks 8 ` 8 4 
Over 24 weeks 5 5 5 3 

Total 36 * 36 * 36 * 16 * 





* In all cases the results were within normal limits before and 
after treatment with griseofulvin. 


urinalyses should be done routinely be- 
fore therapy is instituted and reported at 
intervals of every three-four weeks during 
treatment. 


The Liver 


In order to determine the possible effects 
of griseofulvin upon the liver, cephalin 
flocculation, thymol turbidity, and thymol 
flocculation tests were done before and after 
prolonged treatment periods of 36 patients ; 
in addition, sulfobromophthalein tests were 
done in 15 of these 36 patients. The results 
were totally negative in all instances, indi- 
cating that there appears to be no impair- 
ment of liver function following the 
prolonged administration of griseofulvin. 
These results are summarized in Table 4. 

These findings parallel closely those of 
Cochrane and Tullett,!? Reiss,’ Riehl, and 
others. 


The Side-Effects 


The side-effects observed during our 
study were relatively mild and transient, 
consisting of four cases of headache, one 
of abdominal cramps, and one of question- 
able insomnia. 

The four cases of headache varied from 
mild to severe and occurred during the first 
two weeks of treatment, disappearing spon- 
taneously thereafter. These observations 
appear to confirm the earlier findings of 
Blank and Roth, Sulzberger and Baer," 
Pipkin and Ressman, and Gaethe.*® To de- 
termine whether drug toxicity is a causative 
factor in these cases of headache, Gold- 
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man 1# and Blank? did electroencephalo- 
grams in several patients who complained 
of this symptom. Results were negative in 
all cases. 

The abdominal cramps reported by one 
patient in our series disappeared readily 
when medication was taken immediately 
prior to or with meals. Gastrointestinal 
reactions ranging from mild abdominal dis- 
tress and nausea to the possible reactivation 
of a long-standing colitis have been re- 
ported by other investigators. 

In our single case of insomnia, the pa- 
tient volunteered the information that he 
had been under unusual tension; it is ques- 
tionable whether this effect was attributable 
to the drug. However, insomnia also has 


_been seen in a very few cases by other 


workers. 
Side-effects not seen by us, but reported 


by other investigators, include a small num- 


ber of cases of urticarial, maculopapular, 
or vesicular eruptions, thirst, dizziness, and 
fatigue. 


Therapeutic Results 


Although this study had as its primary 
objective the determination of side-effects 
and possibly toxicity with the oral adminis- 
tration of griseofulvin, we should like to 
comment briefly upon the outcome of the 
treatment in our 66 cases. 

Our results were substantially similar to 
those reported by other investigators. Gris- 
eofulvin proved highly effective in tinea 
capitis, corporis, and cruris, which cleared 
readily. Also, our three patients with favus 
cleared in a very satisfactory manner. The 
treatment response in these patients with 
favus was most gratifying because of the 
well-known chronicity and previous resist- 
ance to treatment of this particular type of 
fungus infection of the scalp. 

The response to treatment with griseo- 
fulvin was much less rapid in those patients 
with tinea manum, although it appears that 
almost all of our patients with this condition 
will have a satisfactory result. It appears 
that the more hyperkeratotic the involved 
area, the less rapid the response to treat- 
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ment. The course of tinea pedis involving 
the thick hyperkeratotic parts of the sole 
and the interdigital spaces was prolonged in 
all of our cases. Many of our patients with 
tinea pedis have not cleared completely 
despite periods of treatment with griseo- 
fulvin for as long as four to seven months. 

Almost all of our patients with ony- 
chomycosis involving the fingernails have 
improved satisfactorily or cleared after pro- 
longed treatment, and indeed, the results 
are very gratifying, but thus far, none of 
our patients with toenail infections have 
cleared completely, although we have ob- 
served clearing of individual toenails in 
several patients. Perhaps larger daily doses 
will prove to be more effective for infec- 
tions of the toenails. 


Summary and Conclusions 
Griseofulvin was given to 66 patients 


with superficial fungus infections; patients 


were carefully observed for side-effects and 
possibe toxicity. In adults, the dosage 
schedule was 250 mg. q.i.d. and in children 
125 mg. or 250 mg. b.i.d. or t.i.d. depending 
on the age and weight of the patient 

There were no significant changes in any 
of the cellular elements (leukocytes, eryth- 
rocytic series, platelets) of the peripheral 
blood when the results of complete hemo- 
grams done before treatment were com- 
pared with those done at intervals during 
the course of and at the end of the treat- 
ment period. 

Bone marrow specimens were obtained 
and examined prior to institution of treat- 
ment and after treatment in 16 patients. 
The only possible abnormalities seen were 
some megakaryocyte depression in four pa- 
tients, whose marrow pattern prior to ther- 
apy presented some degree of hypoplasia. 
This was not accompanied by depression 
of the platelets in the peripheral blood, and 
therefore it seems probable that this slight 
change in the bone marrow after treatment 
is not significant. 

Standard serum creatinine kidney func- 
tion tests performed before and after 
treatment on 32 patients were negative, 
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A.M.A ARCHIVES OF DERMATOLOGY 


Urinalyses which were done in all of the 
66 patients were negative before treatment; 
after treatment with griseofulvin there was 
1+ albuminuria in 2 patients and a trace 
of albumin in 2 patients. At the present 
time the significance of this finding is in 
doubt; further studies are in progress. 

Cephalin flocculation, thymol turbidity, 
and thymol flocculation tests carried out in 
36 patients and BSP tests made in 15 
patients showed no evidence of liver func- 
tion abnormalities following prolonged ad- 
ministration of griseofulvin. 

In spite of the observations by Paget and 
Walpole as to the possible interference of 
griseofulvin with spermatogenesis when 
given in high dosages (up to 200 mg/kg.) 
by the intravenous and intraperitoneal 
routes to rats, we did not find it necessary 
to take sperm counts in view of the careful 
and extensive studies on this subject made 
by MacLeod and Nelson, Blank and Roth. 
These authors were unable to find any evi- 
dence of interference wtih spermatogenesis 
in human subjects receiving therapeutic 
doses of griseofulvin administered by the 
oral route. 

The only side-effects seen in our study 
were four cases of headache, one of abdom- 
inal cramps, and one of slight insomnia. 
All of these manifestations disappeared 
while the patients were still under therapy 
with griseofulvin. 

The therapeutic effects observed in our 
study closely parallel those already re- 
ported by other investigators. Tinea capitis, 
favus, tinea corporis, and tinea cruris clear 
readily. The results are excellent in tinea 
manum and onychomycosis of the finger- 
nails when griseofulvin is given for a pro- 
longed period. Onychomycosis, when it 
affects the toenails, and the hyperkeratotic 
and interdigital type of tinea pedis respond. 
slowly and, indeed, further experience is 
necessary to determine whether most of 
these cases can be cleared completely and 
permanently; it seems doubtful that griseo- 
fulvin will prove to be satisfactory treat- 
ment for the majority of patients with 
onychomycosis of the toenails and tinea 
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PROLONGED ADMINISTRATION—EFFECTS 


pedis. Perhaps modification of dosage tech- 
nique, debridement, and Combination of 
systemic and local treatment will be more 
effective for this group of cases. 

Until more data concerning the possible 
long-term toxicity of griseofulvin are avail- 
able, we advise continuous supervision of 
the patient by the physician and routine 
urinalysis, leukocyte count, hemoglobin, 
and examination of the blood smear before 
therapy and at intervals of at least every 
three to four weeks during the course of 
treatment. i 

Griseofulvin appears to be an effective, 
safe, and relatively nontoxic antibiotic for 
the treatment of various types of superficial 
fungus infections. If future findings con- 
firm the earlier studies, griseofulvin will 
prove to be one of the significant advances 
in dermatology. 

Department of Dermatology, Henry Ford Hos- 
pital. 
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ABSTRACT OF DISCUSSION 


Dr. Davin I. WittrAMs, London, England: I 
have not asked for routine blood counts on my 
patients since the end of June. After months of 


_ plaguing the hematologists, I believe I have learned 


only one thing from the study of blood counts in 
patients receiving griseofulvin, and that is the ` 
ignorance of hematologists on what is a normal- 


count. The normal variation in the white cell count 
from day to day and even from hour to hour is | 


not always appreciated. Two of my patients had 
total counts of 2,800 white cells—but this was 
before the drug was started. One week later the 
counts „were normal by any standards. A low 
count is an indication not of an anxiety, but of the 


need for repeating the count. 
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Human Pharmacological Studies with Griseofulvin 


cC. H. Mc CUISTION, M.D.; MARJORIE LAWLIS, M.D., and B. B. GONZALES, M.D., Austin, Texas 


Twenty-eight patients with tinea capitis, 
tinea corporis, and/or onychomycosis who 
were treated with oral griseofulvin (250 
mg. four times daily) were studied inten- 
sively. The following tests were performed 
as indicated. 


Weekly : 


1. Complete blood count 
2. Routine urine examination 


Before and after one month medication: 


. Bone marrow examination 
Blood urea nitrogen 

. Creatinine 

6. Uric acid 

7. Cephalin flocculation 

8. Thymol turbidity 

9. Testicular biopsy (two) 
10. Electrocardiogram 

11. Electroencephalogram 

12. Psychological 


ui fe Ww 


Complete blood counts and bone marrow 
studies were repeated six weeks after termi- 
nation of treatment, in each case. 

Submitted for publication Jan. 18, 1960. 

Presented at the International Symposium on 


Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 


pital, Miami, Fla., Oct. 26-27, 1959. 


In addition, patch tests were performed 
on 200 individuals, including 28 who had 
previously received griseofulvin internally. 
A water-soluble base containing 5% gris- 
eofulvin was used. The base, alone, was 
used as a control. 


Results 


All laboratory tests, except the white 
blood counts, remained essentially un- 
changed throughout the course of treat- 
ment. 


In 18 (64.3%) patients, a decrease of 
10% or more in the segmented cells in the 


_ peripheral blood was noted. In six patients 


(21.4%), this decrease in segmented cells 
was by 20% or more. In three patients 
(10.7%), this decrease was more marked, 
and, in most cases, appeared around the 
fourth week of medication. Blood counts 
and bone marrow studies on Cases 8 and 
15, two of the three cases showing the 
greatest decrease in segmented cells in the 
peripheral blood, are shown in Tables 1 and 
2. Medication was not interrupted in any 
of the patients, and blood studies done six 
weeks after termination of medication 
showed complete recovery of the blood pic- 


TABLE 1.—W hite Blood Cell Count and Differential Count 
I ee E ES A 





Case No. Total Stabs Segs 
& Premedication 8250 68 
lst week 9400 70 
2d week 8150 55 
4th week 7850 19 
12th week 7700 4 43 
15 Premedication 6750 51 
lst week 7100 46 
2d week 8850 42 
4th week 8750 17 
12th week 9500 3 


Lymphs Monos Eos Baso M yelo 

26 3 3 

20 6 4 

42 1 2 

78 1 2 

44 3 6 

43 6 

51 3 

53 2 3 

71 5 5 2 
45 2 2 


kd 
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Cases 8 and 15 were most marked in depression of segmented cells in peripheral blood, and are shownt ) more clearly exemplify de- 


pression. Compare with bone marrow studies, Table 2. 
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HUMAN PHARMACOLOGICAL STUDIES 


TABLE 2.—Bone Marrow Studies of Cases 8 and 15 








Case 8 


Ca TS, 
After 4 Wks. 


Bone Marrow Studies Pretreat. Treat. 
Stem cell 
Myeloblast 
Premyelocyte 
Myelocytes 
Metamyelocytes (juven. & stabs) 
Polymorphonuclear leuk. (neutr.) 
Eosinophils 
Basophils 
Megaloblasts 
Erythroblast 3 3 
Normoblasts 20 35 
Reticulum cells 
Monocytes 
Lymphoblasts 1 
Prelymphocytes 
Lymphocyte 1 3 
Plasma cells 
WBC/nucleated red cell ratio 3:1 , 2:1 


6a @ fa es 
-_— 
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Case 15 


After 4 Wks. 6 Wks. After 


6 Wks. After 
Treat. Stopped Pretreat. Treat. Treat. Stopped 
0 
1 0 1l 
0 2 1 
7 18 12 10 
32 25 27 26 
23 16 28 28 
1 4 6 4 
3 1 1 1 
10 8 2 10 
18 15 21 19 
5 13 1 
21 3:1 3:1 2:1 





No appreciable depression is noted. 


ture. Indeed, almost all of the cases showed 
a “rebound” phenomenon, or an “overshift” 
to the left. An unexplainable, compensatory 
(?), increase in the lymphocytes seemed to 
take place which resulted in little change in 
the total white counts. Furthermore, bone 
marrow studies in all the patients showed 
an essentially unchanging picture, indicat- 
ing that there was no toxic effect of the 
drug at this site (Table 2). 

Although, as mentioned, it was not 
deemed necessary to interrupt medication 
on the patients showing a decrease in the 
segmented cell counts, the phenomenon is 
emphasized here to show the need for 
repeated blood counts, especially in the 
event of complicating infection or threat 
thereof. 

Testicular biopsies were done in two cases 
before medication with griseofulvin and at 
the end of one month of medication. No 
appreciable change was noted in the his- 
tology of the sections of either patient, and 
spermatogenesis did not seem to be affected. 

Effect of Griseofulvin on Concomitant 
Disease.—Electrocardiograms on two of 
our patients prior to medication showed 
right bundle branch block. Na effect or 
change was noted in the electrocardiograms 
after four weeks of medication. ` 


McCuistion 


All of the patients in this report were 
victims of various maladies causing mental 
retardation: Mongolism, birth injuries, 
hydrocephalus, etc. Electroencephalograms 
and psychological tests before and after 
medication were essentially similar. 

One case of iron-deficiency anemia showed 
no deleterious effect from the drug. In one 
patient, diabetes was discovered. Control 
of the diabetes was unaffected by the medi- 
cation. 

In the sixth week of medication, another 
patient developed a severe erysipelas of the 
face and cellulitis of the feet. A prompt 
left shift of his peripheral white blood 
count was noted, and control of his infec- 
tion was routine with the use of conven- 
tional antibiotics. 

Sensitizing Effect of Griseofulvin—Of 
the 200 individuals on whom patch tests 
were performed, 9 reacted with positive 
tests attributable to griseofulvin (5% in 
a water-soluble base). Six (3%) of those 
positive reactions were mild; 1+ and 2+. 
Three of the positive reactions (1.5%) 
were severe: 3+ and 4+. It is interesting 
to note that none of the 28 patients treated 
with oral griseofulvin showed a positive 
patch test to the drug four months after its 
ingestion. 
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Conclusions | 

lt would appear that griseofulvin has a 
wide margin of safety and is relatively 
nontoxic in therapeutic dosage. It would 
seem wise to do white blood counts every 
two or three weeks on patients who are 
to receive the drug over long periods of 
time. Furthermore, should intercurrent in- 
fection occur, the blood picture should be 
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closely watched and the drug temporarily 
withdrawn if the infection is severe and/or 
the right shift is profound. 

No systemic allergic reactions were en- 
countered in our series. Patch tests, using 
a 5% griseofulvin in a water-soluble base, 
produced severe local reaction in 1.5% of 
the cases tested, and none of these were in 
patients who had previously received the 
drug. 
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Griseofulvin and Trichophyton Rubrum Infections 


DAVID I. WILLIAMS, F.R.C.P., London, England 


We have just had an election in the 
United Kingdom. I could not help being 
envious of the politicians for their ability 
to address meetings day after day and even 
several times a day; gradually it dawned 
on me how easy it was to speak if you 
never had to think and if your speeches 
were made up of a string of well-worn 
clichés. Soldiers too, and in particular one 
well-known general of the last war, now 
a Field Marshal, speak in clichés. It would 
be simple to talk about griseofulvin on mili- 
tary lines—the cold war, the development of 
the secret weapon, the attack and break- 
through, the follow-up, consolidation of 
gains, and assessment of the new situation. 
We have indeed achieved a break-through, 
and at this symposium we are trying to 
assess the present situation. Are there any 
enemy pockets left behind our lines? How 
much resistance remains or may yet de- 
velop in the enemy? How best shall we 
use our weapon in the future? These are 
some of the problems. 

My experience with griseofulvin is lim- 
ited to one year, and I am, therefore, only 
too conscious of the stupidity of dogmatism 
at this stage. My colleagues, Dr. R. H. 
Marten and Dr. I. Sarkany, and I have only 
treated some 160 cases of fungus infection. 
Clearly I cannot here cover the whole of 
our experience and I want to confine myself 
to the attack in one sector only, that on 
Trichophyton rubrum, to try to show how 
far we may have succeeded and how far we 
may seem to have failed. 

Submitted for pubication Jan. 18, 1960. 

King’s College Hospital, London. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 


We have treated with griseofulvin 63 
patients from whom T. rubrum has been 
cultured. Of these, 23 have been continu- 
ously treated for from 3 to 5 months, 14 
for from 6 to 8 months, and 10 for from 
9 to 11 months, and the rest for shorter 
periods. To all intents they have been 
treated by one gram of the drug a day; a 
few had double this dose for the first week 
or so. We have deliberately avoided add- 
ing other treatment such as local antifungals 
or avulsion of nails and have stuck to this 
dosage scheme, -hoping thus to produce a 
baseline on which we, and perhaps others, 
might work. 


The duration of the disease, I am sure, 
bears no relation to cure but two-thirds of 
the patients had been infected for over five 
years. I have no evidence to suggest that 
the age of the patient affects the issue. 
Perhaps I had better deal with the cases on 
an anatomical basis. At first, the palms, 
which are easy to treat and quick to discuss. 
There were 24 cases, and of these 4 were 
clear in one month, 11 in two months, 5 in 
three months, and 4 in four months. We 
were stringent in our clinical criteria of 
cure, liking to see the scaling disappear 
and the palm completely normal. Cultural 
or microscopical findings were rarely posi- 
tive after the 5th week, the longest, how- 
ever, persisting positive to the 14th week. 


Then, fingernails, numbering 34 cases. 
Eighteen of these we regard as cured, the 
last bit of defective nail having grown out. 
Obviously the time to cure will depend, 
among other things, not on the extent of 
nail involvement but on the rate of growth. 
One case was well in 12 weeks, one in 17 
weeks, sixteen in 20 to 28 weeks. Labora- 
tory findings were positive up to 20 weeks. 
Eleven other patients, seven of whom have 
been taking tablets for from four to six 
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months, can see the time in sight when 
they can shake hands without embarrass- 
ment. Four cases are relatively early in 
their treatment. Of particular theoretical 
interest is the man who, after one month 
of treatment, went abroad, to return five 
months later with two nails well and the 
third still grossly diseased. Perhaps this 
case might be used as an argument for a 
short, intensive course of treatment. How- 
ever, it seems to me that there would be a 
very real risk of reinfection below the 
griseofulvin layer. Of course, local prophy- 
lactic treatment with griseofulvin or some- 
thing like Whitfield’s, my old chief's, 
ointment, might overcome the risk. 

Then the soles; these number 47 cases. 
Thirty-eight of these became well in from 
5 to 16 weeks—most of them in just under 
10 weeks, although eleven took the full 16 
weeks. Our clinical criteria were again 
severe. Laboratory findings persisted posi- 
tive in 10 of these patients for periods from 
12 to nearly 16 weeks. Of the remaining 
nine cases, one was clear after only a 
month's treatment and still clear 5 months 
later; one remained infected during erratic 
treatment; three are short of 6 weeks’ treat- 
ment, and three are still infected after 10, 
16, and 20 weeks of treatment. The last is 
important: she has had 9 unbroken months 
of treatment: her soles became apparently 
normal at about 10 weeks. At the 36th 
week she showed gross evidence of relapse, 
clinically and in the laboratory. 

Fifty-one of our cases have been treated 
for toenail infections. These nails seem to 
grow so slowly that one almost despairs of 
ever curing them and it is often difficult 
to know whether one ought to disregard 
certain distortions of the nail as due to 
previous avulsion operations. I sometimes 
wonder whether I now know what a normal 
toenail However, we think we have 
cured four sets of toenails but we—or 
griseofulvin—have taken nearly 11 months 
to do so. Twenty-seven patients all treated 
for longer than three months seem to be 
“growing out.” On the other hand, 17 
patients have toenails showing no improve- 
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ment, and 13 of these have been on treat- 
ment for from 3 months to 10 months. 
There is one curious customer amongst the 
51 who, after 11 months of griseofulvin, 
has lovely normal nails on one foot and still 
grossly infected, culturally positive nails on 
the other. I do not pretend to understand 
this. The last patient cured half his nails 
in seven months after only one month’s 
griseofulvin at the beginning. The break- 
through is obviously not complete as far 
as toenails are concerned; is there some 
hint here of the need of a bigger dose, given 
perhaps at longer intervals than daily? 

I want to say nothing of T. rubrum 
infection of the groin area, the buttocks, 
or other parts of the glabrous skin, except 
that they all respond extremely well to a 
course of treatment lasting three to four 
weeks. This statement, I should confess, 
is based on the experience of only 10 cases. 

Last scene of all that ends—if I dare to 
call it so—this eventful history, is the cleft 
between the fourth and fifth toes. Here is 
the lively pocket of enemy resistance. I 
believe that a very small proportion of 
patients with infection in this area are 
cured by griseofulvin in a dose of one gram 
a day. Clefts are awkward parts of the 
anatomy as far as infection with a fungus 
is concerned. It can be difficult to be sure 
of the diagnosis on clinical grounds: the 
fungi at certain times of the year are elu- 
sive, and it is difficult to separate sponta- 
neous variations in severity from results 
of treatment. Many of our cases showed 
no signs of infection during the winter 
months. Indeed, in 17 of our total of 63 
cases with T. rubrum infection there has 
at no time been evidence of cleft involve- 
ment, although some of these told us of 
attacks of athlete’s foot in previous years. 
It is just conceivable that there was infec- 
tion there, undetected at the times of exam- 
ination and possibly cured. Two patients 
who only had cleft and groin infection were 
clear in two months and have remained so 
for many weeks. Three patients, after long 
periods of treatment, have shown gross 
maceration in the clefts, and another three 
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have shown scaling with no discoverable 
fungus. This leaves 38 cases, and a sorry 
tale they have to tell. All are positive on 
microscopic or cultural examination or both. 
While 2 have only been treated for 5 weeks, 
11 have taken griseofulvin for from 6 to 
10 weeks and the remaining 25 for from 11 
to 43 weeks. I might add that our experi- 
ence is the same with infections of clefts 
by fungi other than T. rubrum: They do not 
seem to get well or there are obvious recru- 
descences of the condition while stil on 
treatment. 


This is the problem which intrigues me at 
the moment. What is happening or where 
have we gone wrong? Ought we, in the first 
place, to try a larger dose of griseofulvin, 
perhaps at longer intervals? Yet these are 
patients whose palms, soles, and nails are 
mostly getting better. Is there anything 
curious about the cleft keratin or the pH 
of the clefts which inhibits griseofulvin? 
Are other organisms present which have 
the power to kill griseofulvin? Does sweat, 
or at least the sweat of these patients, break 
down griseofulvin? Finally, we know that 
griseofulvin can be washed out of hair by 
water alone, suggesting that it is not chemi- 
cally combined but simply deposited in 
tissues. It seems to me a very real possi- 
bility that griseofulvin might be washed out 
of the clefts by sweat. 


These questions will be answered before 
long and I like to think that the failures are 
due not to the inadequacy of the drug, but 
to our lack, so far, of knowledge on how 
best to use it. 


King’s College Hospital, London, England. 


ABSTRACT OF DISCUSSION 


J. W. Witson, M.D., Los Angeles: I have ob- 
served about 70 cases of T. rubrum infection 
under treatment with griseofulvin. From the first 
it seemed obvious that it would be expensive, even 
likely to be prohibitively so, to administer griseo- 
fulvin in full dosage of 1 to 2 gm. daily for an 
extended period, such as the six months which 
theoretic considerations appeared to predict as 


Williams 


necessary to clear nails severely infected by T. 
rubrum. Therefore, none of my patients have 
received such a quantity. I have been trying to 
discover how small a dosage would’ prove to be 
reasonably reliable, and have utilized several 
schedules of intermittent dosage, as well as con- 
tinuous administration at various reduced levels. 
At present I can only say that, by either method, 
reduction below an average of 0.5 gm. daily for 
patients of average weight (150 pounds) appeared 
to be inadequate. Some patients require even more. 


I have thus far seen no reason to change my . 


view that persons harboring a T. rubrum infec- 
tion do so because they possess an immunologic 
defect which is not corrected by griseofulvin, They 
will therefore still be equally susceptible after 
griseofulvin has cleared them, and will become in- 
fected again rather quickly from their environ- 
ment. Such a patient has been seeding spores of 
T. rubrum wherever he has lived or even visited 
during the past, and I cannot become enthusiastic 
over his chances to avoid reinfection when he 
repeats these contacts after the drug is stopped. 


Especially discouraging has been the ability to 
culture T. rubrum from such patients even after 
clinical cure has been obtained, especially from 
sweaty areas such as toe webs, where it seems 
possible that sweat may leach out the griseofulvin 
enough to permit continued viability of the fungus. 
Thus it may not even be necessary to become 
reinfected, since the infection may never be com- 
pletely eliminated. 


I can say, however, that griseofulvin appears 
to be effective in all cases of T. rubrum infection 
regardless of the presence of other diseases, some 
of which appear to be closely allied to if not 
actually identical with the immunological defect. 
Patients are doing well on this drug who have 
concomitant diabetes, nephritis, lupus erythemato- 
sus, Cushing’s syndrome both due to pituitary 
tumor and to steroid administration, arthritis, 
sarcoidosis, scleroderma, tuberculosis, polycythemia 
vera, and pernicious anemia. Also such patients 
have not been more likely to prove unable to 
tolerate griseofulvin. 


I think it may prove to be necessary to use 
griseofulvin to “control” T. rubrum patients rather 
than to cure them for all time, much as we use 
insulin in diabetes. Topical therapy has been so 
unsuccessful in the past because the drugs could 
not penetrate as deeply as do the fungi into the 
keratinized structures. Once griseofulvin has 
forced the fungi near to the surface, then inter- 
mittent topical treatment might keep them from 
ever penetrating too deeply again. 
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The Treatment of Dermatomycoses with Griseofulvin 


A Second Report Based on 155 Cases 


V. PARDO-CASTELLO, M.D., Havana, Cuba 


The excellent results obtained in a very 


short time with griseofulvin in superficial 


mycoses and its failure in chromoblastomy- 
cosis and in coccidioidomycosis have been 
recorded in many reports since January, 
1959. Since then a total of 155 cases in 
114 patients have been treated with griseo- 
fulvin by us, with good results in super- 
ficial mycoses. The duration of treatment 
and the dosage of the drug varied according 
to the age and weight of the patient and to 
the extent and chronicity of the conditions 
treated. Dosage varied between 250 mg. in 
children and 1,500 mg. daily in adults, sel- 
dom more than 1,000 mg. Three to four 
weeks were sufficient to cure superficial 
dermatophytoses of the glabrous skin, one 
to two months in cases of tinea of the scalp, 
dermatophytoses of the feet, and tinea 
cruris, and four to five months for tinea 
of the nails. 

Tinea versicolor and erythrasma do not 
respond to treatment, although sometimes 
there seems to be a partial clearing of these 
conditions. 


The cases that form the basis of this 
report may be classified as follows : 


No. of Cases 
Tinea pedis ....... pas A MEAG Mere 57 
fie sy) 7. ET ote Rass A 39 
Dc er ra aan a a 21 
A OU i. oii og ooh dias mate pee tien iz 
Cara WETSICOIOL siennes ctcsssecticcis 8 
eR ea ID. 5s 50s nn nt okuee shane 7 
Chramiblastomyc0ses ..iss ci cen cecsncses 2 
SPR: a3 TEE ott ngs SO w ocean ee 1 


Submitted for publication Jan. 18, 1960. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 
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Results 


Tinea of the Scalp.—In all cases griseo- 
fulvin acted rapidly and effectively. The 
hair growing out normally threw off the af- 
fected part towards the distal extremity; 
griseofulvin acted as a barrier to the inva- 
sion of the healthy part by the fungus. The 
hair was clipped or shaved, shortening the 
course of treatment by at least two weeks. 
The average time of treatment was four 
weeks, although in one case, the patient was 
completely well after two weeks of treat- 
ment, having only a small patch of tinea 
on the scalp and one of tinea circinata on 
the face. 

Local treatment was not employed ex- 


cept in two cases in which an ointment of 


salicylanilide and undecylenates was used, 
with apparent advantage, to remove scales 
and crusts. 

The fungi recovered from these patients 
were Microsporum canis, Trichophyton 
tonsurans, and Trichophyton gypseum. 
Microsporum audouini has never been 
found in Cuban cases of tinea of the scalp. 

Tinea Circinata of the Glabrous Skin.— 
Of the 17 cases treated, 2 were coincident 
with tinea of the scalp. The same fungi 
were obtained in cultures as those affecting 
the scalp, and T. rubrum was also obtained 
in other patients. Large and small circinate 
patches faded rapidly under 500 to 1,000 
mg. of griseofulvin daily, in two to four 
separate doses. In the majority of cases the 
condition disappeared rapidly, the itching 
stopping a few hours after the first dose 
of this drug. Two to three weeks were 
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sufficient to clear up even the most exten- 
sive cases, but relapses occurred in four 
patients, needing additional griseofulvin 
treatment. However, relapses did not oc- 
cur if local treatment was used in the 
form of salicylic acid and undecylenates 
ointments or in the form of a dusting pow- 
der with thymol and calcium propionate. 

Reinfection in one case could be traced 
with certainty to wearing infected clothing. 

Tinea Cruris—The 39 cases treated 
were also amenable to griseofulvin. How- 
ever, longer treatment was needed, due to 
the location of the condition in cutaneous 
recesses and folds, to continuous moisture, 
and to coincidence with moniliasis. The 
average dose was 1,000 mg. daily, at times 
as high as 1,500 mg. according to the weight 
of the patient and the extent of the affected 
surface. Some cases caused by T. rubrum 
or by T. mentagrophytes were so extensive 
as to affect large areas of the extremities 
and body, growing from the inguinal folds 
and the axillae in the shape of circinate 
areas affecting almost half the skin surface. 
Relief from griseofulvin was almost imme- 
diate and the lesions faded in color in a 
few days, the borders remaining active, 
however, for a longer time. In these pa- 
tients the need of local treatment must be 
emphasized, as well as the administration 
of griseofulvin in smaller amounts for at 
least one to two months. The local use of 
a powder containing thymol 2% and cal- 
cium propionate 10% is effective and cool- 
ing, and is gratefully received by the 
patients. Coincidence with moniliasis must 
be remembered too, the lesions remaining 
rather moist and intensively red and itchy 
in spite of large doses of griseofulvin. In 
these cases it is best to stop griseofulvin or 
to reduce the dose and to use local wet 
dressing with a solution of 2% sodium 
biborate in distilled water, as well as myco- 
statin parenterally, and also locally when 
the acute inflammation subsides. 

We must insist on the possibility of other 
sources of reinfection to elimigate them; 
often the wife or the husband is infected 
with minimal lesions; fomites; such as 
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clothing, toilet seats, chairs, bedding, and 
others worn must be sterilized if definite 
success is to be achieved. 

Dermatophytoses of the Feet—The 
most common of all superficial fungal infec- 
tions of the skin reaches 57 in number in 
our series treated with griseofulvin. Some 
of them were coincident with tinea cruris. 
T. rubrum and T. mentagrophytes, var. in- 
terdigitalis, were the organisms recovered 
from these patients. The macerated type 
usually observed between the toes, especial- 
ly on the fourth spaces, yields rapidly to a 
daily dose of 1,000 mg. of griseofulvin; 
the interspaces dry up, and in some patients 
the dried hyperkeratotic crust may be 
evicted in toto, clean, pinkish epidermis 
remaining, quickly acquiring a normal color 
and aspect. Vesicular lesions also quickly 
dry up and disappear. 

The squamous lesions on the soles last 
longer and fade gradually in three to four 
weeks. Hyperkeratotic lesions are often 
stubborn, lasting several weeks; in an occa- 
sional patient I have used salicylic acid 
plaster 40% as a mechanical adjuvant to 
remove this thickened tissue. Claiming a 
definite cure in these patients is risky, since 
infected nails, shoes, socks or stockings, 
as well as bathroom tubs and floors, remain 
as sources of reinfection. In some cases 
treatment with a dose of 500 mg. of griseo- 
fulvin daily must be kept up from two 
to three months before complete clearing of 
lesions. 

Six or more weeks after withholding 
treatment with apparent cure of the lesions, 
many of these patients show reinfection, 
the percentage being at present very difficult 
to ascertain. 

Onychomycoses.—Twenty-one cases of 
onychomycoses were recorded and treated 
in these series. T. rubrum and T. mentag- 
rophytes, var. interdigitalis, were the eti- 
ologic agents; occasionally both were found 
in the same patient, and also in the same 
nail. In 13 patients only the toenails and in 
4 only the fingernails were affected. Finger- 
nails as well as toenails were affected in 
four cases. 
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Treatment with griseofulvin was effec- 
tive, but progress was very slow and many 
patients gave up this treatment due to its 
long duration as well as to the high price 
of the drug as sold to the public. Only a 
few were able to keep up four tablets of 
griseofulvin daily for an average of four 
months. Others frankly refused to cooperate 
after the bothersome symptoms of dermato- 
phytosis of the feet disappeared. The most 
faithful patients were four women with 
onychomycosis of the fingernails. Treatment 
was as long as six months in one elderly 
woman who acquired the condition in several 
fingernails at her hobby of gardening. The 
final result was brilliant and the woman in 
question finally could show her hands in 
public, beaming happily and blessing griseo- 
fulvin. 

Another faithful patient was a young 
executive with several fingernails affected. 
The result was also excellent after five 
months of treatment. Tolerance was good 
in all these patients. i 

In a paralytic old woman with total loss 
of all toenails and purulent discharge from 
the nail folds and beds, Aspergillus niger 
was obtained in cultures. Local cleanliness 
and griseofulvin in doses of 1,000 mg. daily 
seemed to result in almost complete reduc- 
tion of the discharge and in regrowth of the 
nails; these were discolored, with a tendency 
to grow up separately from their beds 
(onychomadesis). However, according to 
her family this was the only treatment that 
had given her relief from this condition. 

Again the high price of the drug is one 
of the great disadvantages of this therapy, 
and most patients resent a long treatment 
of several weeks and at times several months 
at a price which is almost prohibitive for 
many persons. In the writers home city 
this amounts to 27 cents per tablet. 

Griseofulvin in Other Superficial My- 
coses.—In one case of erythrasma and in 
eight cases of pityriasis versicolor treat- 
ment with griseofulvin was unsatisfactory; 
however, it seems to the writer that griseo- 
fulvin treatment, with doses of 1,000 mg. 
daily, plus vigorous brushings with soap 
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and hot water, produced a slow involution 
and desquamation of the lesions, with par- 
tial clearing off. However, it hardly seems 
practical to use a systemic and expensive 
drug for the treatment of these conditions, 
which respond quickly and easily to local 
treatment. | 

One case of trichomycosis axillaris also 
failed to respond to griseofulvin. 

General and Local Reactions to Griseo- 
fulvin.—Local complications were limited to 
coincident or subsequent moniliasis in 
patients with tinea cruris or with dermato- 
phytoses of the toes. Acute, moist dermati- 
tis, with burning and itching sensations, 
was observed. The diagnosis of this compli- 
cation was made by direct microscopic ex- 
amination of the opaline secretion and by 
cultures. M. candida was recovered in all 
cases. 

A morbilliform itching rash was seen in 
three patients, all men. The rash appeared 
within 24 hours of the administration of 
griseofulvin, the dose being 1,000 mg. daily. 
One patient was an elderly man, a chronic 
alcoholic with dermatophytosis of the feet 
and tinea cruris. The other two patients 
were young men with dermatophytosis of 
the toes and patches of disseminate dermato- 
phytosis of the lower extremities. The first 
patient was put to bed and a mild laxative 
administered, as well as a local cooling 
calamine lotion. The other patients were 
given a systemic antihistamine and calamine 
lotion locally. Within 48 hours the rash 
disappeared in these patients. The second 
patient was able to resume griseofulvin 
therapy in a few days without any further 
discomfort. The first patient mentioned had 
a history of intolerance to penicillin, with 
the occurrence of a similar rash. 

Nervousness was the complaint of one 
patient, headaches of six other patients, and 
neuritic pains along the extremities in one. 

Relapses and Reinfections——Relapses or 
reinfections occurred in 11 known cases. In 
some patients treatment had been too short, 
and in others the possibility of reinfection 
had to be taken into consideration. How- 
ever, most patients have a tendency to stop 
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TREATMENT OF DERMATOMYCOSES 


treatment as soon as subjective symptoms 
subside or disappear, paying little attention 
to the local conditions, such as erythema, 
scaliness, or hyperkeratosis, In a number 
of our cases final results were unknown 
since the subjects failed to return for ob- 
servation; these cases amount to about 15% 
of the total number. 

Failures ——An occasional failure must be 
expected with any therapeutic procedure. 
In some of our patients such was the case, 
the reason being the coincidence or compli- 
cation with moniliasis or with contact der- 
matitis. However, in one patient suffering 
from tinea circinata of the left leg, below 
the knee, griseofulvin seems to have failed 


to influence the lesion. The patch of tinea, | 


about 3 cm. wide, kept growing in spite of 
1,000 mg. of griseofulvin daily for four 
weeks. Microsporum gypseum was reported 
in cultures taken after 21 days of treatment. 
The lesion more than doubled in size dur- 
ing that time. The patient, suspected of 
cheating, insisted that she was taking griseo- 
fulvin faithfully four times a day. Since 
the drug was provided free of charge to 
this patient, there was no reason to doubt 
her assertion. 

Local Treatment Versus Systemic Treat- 
ment.—Griseofulvin is the treatment of 
choice without question in tinea capitis, 
onychomycoses, and dermatophytoses of the 
feet. Tinea cruris, tinea of the glabrous 
skin, and some cases of dermatophytosis 
of the feet may also be cured rapidly with 
local treatment if the patients use the in- 
structions given by the physician in all faith 
and to the letter. A few cases of these 
conditions were treated by us locally only 
for purposes of comparison, with good 
results. 


Conclusions 


Griseofulvin is undoubtedly the most im- 
portant addition to the therapy of superficial 


mycoses. It is the drug of choice in tinea- 


capitis, onychomycoses, tinea cruris, and 
tinea pedis. Local treatment may be added 
with advantage and continued, for some 
time in order to prevent relapses and re- 
infections. 


Pardo-Castello 


Most patients tolerate the drug well. No 
blood changes, liver or kidney disturbances 
were observed in our series of cases. Pa- 
tients continued their daily occupations 
without any discomfort that could be at- 
tributed to this drug. There were three 
patients who developed a morbilliform rash 
after 24 hours of medication with griseoful- 
vin; one of them was a chronic alcoholic 
and known to be allergic to penicillin; the 
others were healthy young men. However, 
one of these patients continued taking 
griseofulvin after three days of rest with 
good tolerance. Headaches, nausea, nervous- 


ness, pains along the extremities were also) ` 


temporary complaints. 

Relapses and reinfections are common, 
unless griseofulvin is continued for several 
weeks after the apparent clearing of the 
lesions. However, few patients agree to 
continue taking a maintenance dose. We 
believe that a powder or an ointment con- 
taining one or more of the well-known 
chemical antifungals could be used with 
advantage in conjunction with griseofulvin, 
except in tinea of the scalp and onychomy- 
coses, in which cases they are unnecessary. 
An antifungal powder containing thymol and 
calcium propionate is one of our choice 
local applications. 

Moniliasis developing as a complication 
in cases of tinea cruris and of tinea pedis 
was observed in a few cases and easily 
controlled. 

The most outstanding achievements of 
griseofulvin are in the treatment of the 
heretofore recalcitrant Trichophyton rubrum 
infections of the skin and nails, and in tinea 
capitis. 

In one case of tinea circinata of the 
glabrous skin due to Microsporum canis, 
griseofulvin failed to stop the growth of 
the lesion after three weeks of treatment. 
Cultures were positive 21 days after be- 
ginning of treatment with 1,000 mg. of this 
drug daily. I have no explanation for this 
most unusual occurrence. 

I wish to thank the Glaxo Company, England, 
for providing a generous amount of griseofulvin 


for this study. | 
19 num. 671, Vedado, Havana, Cuba. 
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Clinical Experiences with Griseofulvin 


NORMAN M. WRONG, M.D., F.R.C.P.(C), and STEWART ROGERS, M.D., Toronto, Canada 


The advent of griseofulvin in December, 
1958, stimulated general interest in the diag- 
nosis and treatment of Trichophyton ru- 
brum infections of hands and feet and also 
of Microsporum infections of the scalp. 
For the past 20 years we had been bom- 
barded by so-called “cures” of T. rubrum 
infections of nails, palms, and soles, all 
of which proved to be useless in my hands. 


I saw such patients with a feeling of frus- | 


tration and had come to the point where I 
advised that therapy was a waste of time 
and a needless expense to them. 

Since griseofulvin has received some ac- 
claim in the popular press, many patients 
have presented themselves for treatment. 
This is not a true increase in the number 
of patients infected with T. rubrum. How- 
ever, it is my opinion that T. rubrum infec- 
tions have been on the increase since World 
War II. If this is true, it is indeed fortu- 
nate that griseofulvin has been introduced 
to control or cure this disease. 

This brief report will be divided into two 
portions. The first will deal with two case 
reports of T. rubrum which I hope will be 
of interest and the second with the treat- 
ment of tinea capitis caused by Micro- 
sporum audouini and M. canis on various 
schedules of griseofulvin. Unfortunately 
for this report, the numbers in this group 
are small, as we have had no epidemics of 
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tinea capitis in the past nine months but 
only sporadic cases of the disease. 


Case 1.—This may represent four generations 
of one family infected with T. rubrum. 


The great-grandfather, who died in 1912, had 
discolored and thickened fingernails for some years 
before his death. x 


The grandfather, who is living, has discolored, 
thickened toenails from which T. rubrum has been 
cultured. Palms, soles, and fingernails are normal. 


The father had several toenails affected and a 
red, scaly lesion on the left index finger. T. 
rubrum was cultured. 


There are three children, all infected at ap- 
proximately age 2: (1) a girl age 10—all toenails 
were affected; (2) boy age 7—three toenails were 
affected; (3) boy age 5—both soles, left palm, 
and nails of feet and hands were affected. T. 
rubrum was cultured from the three children. 


Mother of the three children has remained clear 
of the disease, 


Treatment: Griseofulvin was commenced in 
April, 1959. Redness and scaling of the skin of 
the palms, soles, and fingers became normal within 
three weeks, and fingernails were almost normal 
within three months. The boy, age 5, had his 
fingernails cut for the first time since age 2. The 
toenails are improving, but very slowly. 


Dosage: Father received 8 tablets (250 mg.) 
daily, gradually reducing to 4 tablets daily; girl, 
6 tablets reduced to 3 daily; male children, 4 
tablets reduced to 2 daily. 


Case 2.—This case was reported in August, 
19592 A white man aged 65 had an extensive 
eruption since 1956. This was erythematous and 
scaly and involved the shoulders, back, groins, feet, 
and legs. Some of the toenails were affected. Cul- 
tures from all areas revealed T. rubrum. By De- 
cember, 1958, some of the fingernails were affected. 
Clinically they resembled T, rubrum, but Candida 
albicans was grown from them. 


Griseofulvin was commenced in December, 1958, 


'2 gm. daily. He improved within two weeks and 


dosage was reduced to 1.5 gm. daily. There was 
a flare-up, so dosage was increased to 2 gm. At 
the end of 10 weeks cultures were negative for 
T. rubrum “but several areas grew’ C. albicans. 
Mycostatin was used on the red, scaly areas and 
the cultures’ again became positive for T. rubrum. 
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CLINICAL EXPERIENCES 


Tinea Capitis Treated with Griseofulvin 


Total no. of patients—12 
Sex: Male 10, Female 2 
Ages: varied from 2 to 10 years. 
Location of disease: 

9 on scalp 

3 at hair margin & involv. glabrous skin. 
Culture: M. audouini 6, M. canis 6 
Duration of therapy: 14 to 60 days 
Dosage: 1 to 4 tablets daily 
Average time to effect cure: 3 to 4 weeks. 


In May, 1959, his physician wrote Dr. J. C. 
Gentles and sent him cultures of the case. Dr. 
Gentles suggested stopping griseofulvin and restart- 
ing on large doses later on. The drug was dis- 
continued for over two months and restarted at 
2.5 gm. daily for 6 weeks, then 2 gm. daily to 
the present time. Cultures of T. rubrum are still 
being obtained from two areas and also C. albicans 
from two areas. 

Comment: The family history of T. ru- 
brum suggests that this infection may re- 
quire a certain human soil on which to 
thrive. The mother of the three children 
has remained free, but three generations 
and possibly four have been infected. 


The resistant case of Trichophyton ru- 
brum infection may represent true resistance 
on the part of this strain to griseofulvin. 
It will be of interest to see if similar cases 
are reported and also cases of associated 
Candida albicans infection. 


Comment 


Case 3.—One patient deserves special mention. 
This girl, age 2 years, was seen with six or 
seven kerions throughout the scalp, the largest 
being 3 cm. in diameter. Culture revealed M. 
audouini. She was treated with griseofulvin (250 
mg.) one tablet four times daily for one week, 
and then twice daily for one week, and was com- 
pletely clear at the end of 19 days and has re- 
mained clear. One girl, age 6 years, presented with 
tinea capitis due to M. audouini. The hairs became 
nonfluorescent in two weeks, but scales on the 
scalp were positive on culture for an additional 
week. 


The number of patients presented here 
is too few from which to draw any con- 
clusions. The length of time to effect a 
cure varied from two to eight weeks, which 
was surprisingly long. The prolanged case 


Wrong—Rogers 
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was a M. canis infection without inflamma- 
tion. 


It should be noted that every patient 
with tinea capitis treated with griseofulvin 
was apparently cured. Larger dosage did 
not seem to bring about speedier cure. No 
patient with tinea capitis has been sub- 
jected to x-ray epilation at the Hospital for 
Sick Children, Toronto, since griseofulvin 
was introduced, which is a great tribute to 
this treatment. 


No severe reactions were noted. At first 
routine leukocyte counts, urinalyses, and 
liver function tests were done and nothing 
abnormal was noted; such routine tests 
have been discontinued, apart from leuko- 
cyte counts. 


As griseofulvin is a product of Penicillia, 
it is probable that reactions will develop to 
its use as more patients are treated. It is 
to be hoped that no serious treatment com- 
plications will arise and that the superficial 
fungi will not develop resistance to the 
antibiotic comparable to staphylococcal re- 
sistance to other antibiotics. 


The family of Case 1 is under the care of Dr. 
E. J. Trow, Toronto, and the griseofulvin for 
these patients was provided by Ayerst, MacKenna, 
and Harrison, Canada; Case 2 is under the care 
of Dr. M. Rosset, Toronto, and the griseofulvin 
for this patient was provided by Glaxo-Allenburys 
(Canada) Ltd.; Case 3 was provided by Dr. 
Britain Sanders, Toronto. Griseofulvin was pro- 
vided for the patients with tinea capitis by McNeil 
Laboratories, Inc., division of Johnson and John- 
son. 


Department of Medicine (Dermatology), Uni- 
versity of Toronto. 
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ABSTRACT OF DISCUSSION 


Dr. Marton B. SULZBERGER, New York: I wish 
to report another case of a type of a side-effect 
from griseofulvin which is similar to the one re- 
ported by Dr. Robinson, of Washington. A young 
man, who is a serious-minded and reliable citizen 
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= an alcoholic, was placed by me on a dose of 1 
_ gm. of griseofulvin per day for the treatment of 
= his “athlete’s foot.” He reported during the second 
week of griseofulvin therapy that he had noted 
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that alcoholic beverages now affected him dif- 
ferently than they had ever done before. He now 
got precisely the same effect from one drink which 
it had formerly taken three or four drinks to 
bring about. 
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Widespread Trichophyton Rubrum Granulomas 


Treated with Griseofulvin 


HARVEY BLANK, M.D., and J. GRAHAM SMITH JR., M.D., Miami, Fla. 


Introduction 


Granulomatous cutaneous infections due 
to species of Trichophyton fungi were de- 
scribed by Majocchi?® 75 years ago. Since 
then similar cases have sporadically been 
reported (for review of literature see Ref- 
erences 2, 3, 9, 10, 10a, 23). The pathogene- 
sis of these infections is puzzling, for the 
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fungal mycelia are seen deep in the moist 
living tissue in contrast to their usual lo- 
calization to nonliving keratinized struc- 
tures. 


This case report of an unusually exten- 
sive granulomatous infection with Tricho- 
phyton rubrum represents the first such 
case treated with griseofulvin.*® The re- 
sponse to griseofulvin, as well as the results 
of certain new laboratory procedures, gives 
new insight into the probable mechanism 
of this uncommon disease. 


Report of a Case 


A 27-year-old white male draftsman was ad- 
mitted to Jackson Memorial Hospital on Dec. 3, 
1957, and discharged on April 2, 1959. 

Present Illness—The patient developed multiple 
tender, hot, and painful joints several years before 
admission. The ankles, knees, spine, shoulders, 
elbows, metacarpophalangeal, and metatarsopha- 
langeal joints were involved, and a diagnosis of 
rheumatoid arthritis was made. Oral cortisone 
therapy was begun soon after the onset of his 


Fig. 1l—Nodular, 
crusted, scaling, and scar- 
ring lesions of face re- 
sembling lupus vulgaris. 
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lesions 


Facial 
healed, six months after 
griseofulvin started. 


Fig. 2. 





arthritis and was continued for seven years until 
just prior to his admission to the hospital. During 
this seven years he had progressive weight loss, 
malaise, low-grade fever, and anemia. Four years 
prior to admission, a pruritic scaling eruption be- 
gan on his groin and gradually spread to involve 
most of his skin surfaces, including the face, ears, 
trunk, and extremities. Many of the lesions became 
nodular, some of them ulcerating spontaneously. 
During the year prior to admission to the hos- 
pital, he developed a large, cold abscess lateral 
to the left scapula. Repeated fungus cultures of 
the scaly areas and the purulent material from the 
abscesses grew T. rubrum. Numerous skin, sputum, 
and urine cultures for Mycobacterium tuberculosis 
were negative. Despite a variety of therapy includ- 
ing blood transfusions and topical use of many 
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antifungal preparations, the patient continued to 
do poorly and was admitted to the hospital for 
further study and treatment. 

Physical Examination—The patient appeared 
chronically ill and had a generalized dermatitis 
involving almost every area of skin on his body. 
He was emaciated but cooperative and well-ori- 
ented. He had nontender axillary and inguinal 
adenopathy. There was increased heat, swelling, 
redness, and extensive limitation of motion with 
pain in the thoracic and cervical spine, hip, and 
knee joints. Multiple erythematous, scaly, circinate, 
and nodular lesions involved the entire body, in- 
cluding the face, scalp, trunk, and extremities. 
Some of the lesions had slightly elevated erythem- 
atous scaly borders with central clearing. Ulcera- 
tive granulomatous lesions were present over the 


Fig, 3.—Nodular and 
ulcerated granulomas of 
upper trunk and arm. 
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WIDESPREAD TRICHOPHYTON RUBRUM GRANULOMAS 


Fig. 4.—Complete heal- 
ing with scarring of up- 
per trunk after six 
months of griseofulvin. 


back and the ears. Lateral to the left scapula was 
a large fluctuant cystic tumor (Fig. 7). 
Accessory Findings—Hemoglobin was 8.2 gm/ 
100 ml., red blood count 3,150,000 cells per cubic 
millimeter, and the hematocrit 32%. White blood 
count was 9,900 per cubic millimeter with 63% 
polymorphonuclears, 3% nonsegmented cells, 19% 
lymphocytes, and 15% eosinophils. Urinalysis was 
normal except for many red blood cells on micro- 
scopic examination. Repeated bacterial and fungus 
cultures of the blood and urine were negative. 
Serologic tests for syphilis were negative. The 
nonprotein nitrogen, fasting blood sugar, bilirubin, 
thymol turbidity, cephalin flocculation, and sulfo- 
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bromophthalein tests were all normal. The total 
cholesterol was 115 mg/100 ml. The total protein 
was 9 gm. with albumin 2.69 gm., a:-globulin 0.35 
gm., ae-globulin 0.65 gm., B-globulin 1.39 gm., and 
y-globulin 3.66 gm. per 100 ml. X-rays of the 
chest were normal except for a slight left ven- 
tricular enlargement. Changes consistent with 
rheumatoid spondylitis were seen in the x-rays 
of the entire spine with the most marked involve- 
ment in the lumbar and sacroiliac joints. Upper 
gastrointestinal x-rays were normal. Intravenous 
pyelograms performed three months and nine 
months after admission were normal. Cystoscopy 
three months after hospitalization showed moderate 


: Fig. 5.—Closeup of an- 
Seay terior chest showing 


a ae crusted ulceration and 
a Pa = nodular lesions. 
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Fig. 6—Same area as 
Figure 5 after six months 
of griseofulvin. 





Fig. 7—Nodular 
crusted and scaling lesions 
of the back. Note large 
abscess on the left which 
contained 300 ml. of pus. 
Only hyphae of T. rub- 
rum were found. 





urethral stenosis and a normal bladder except for Fig. 8—Nodular lesions of back similar to 
localized areas of mild trabeculation which were Figure 3. 

believed to be secondary to the urethral stenosis. 
Sternal bone marrow aspiration was normal with- 
out hyphae being found. Repeated scrapings of the 
skin examined in 20% potassium hydroxide showed 
hyphae, as did the contents of the abscesses. 
Fungus cultures from scales as well as purulent 
material aspirated from abscesses and biopsy ma- 
terial from the epidermis and the dermis grew 
T. rubrum. The Schick, blastomycin, histoplasmin, 
tuberculin (PPD), and trichophytin tests were 
negative. Sheep cell agglutinations, lupus ery- 
thematosis preparations, and tests for cryo- and 
macroglobulins were negative. Using the growth in- 
hibitory assay method of Roth et al.,* this patient's 
serum showed ne inhibitory effect against Tricho- 
phyton mentagrophytes or T. rubrum below a 
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Fig. 9—Back after six 
months of griseofulvin 
therapy. 
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Fig. 10.—Typical ringworm lesions of dorsa of Fig. 11—Hands and forearms after six months 
hands and forearms, of griseofulvin therapy. 





wo >. 


Eas 


2 She ae 


é 


<-i- 


Fig. 12.—Infected fin- i 
gernails of left hand 3 
after seven weeks of 9 
griseofulvin therapy. i 
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Fig. 13.—Fingernails of left hand after Six 
months of griseofulvin therapy. 


serum concentration of 80%. (Assay of over 200 
persons’ sera has shown that normal subjects, 
persons infected with dermatophytes, as well as 
specimens from patients with a variety of diseases, 
usually exhibit inhibitory effects in serum dilutions 
of 35%-50%.") 

Pathology Examination.—Multiple biopsies of 
nodules from the trunk showed the epidermis to 
be alternately para- and hyperkeratotic with focal 
areas of acanthosis. The dermis was heavily in- 
filtrated by epithelioid histiocytes and numerous 
Langhans giant cells. Scattered lymphocytes and 
plasma cells were found in the dermis. Occasional 
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small foci of polymorphonuclear leukocytes were 
also found throughout the lesion. Sections stained 
with the periodic acid-Schiff technique revealed 
numerous segmented hyphae and spores in the 
stratum corneum and in the dermal abscesses (Figs. 
14, 16-18). These findings were encountered in 
multiple biopsies. 

Course in Hospital—Physiotherapy and anal- 
gesics for the arthritis were given throughout 
his course. Three days after hospitalization, 
amphotericin B intravenously was begun, with a 
gradual daily increase in the dosage from 12.5 mg. 
up to 50 mg. daily on the fourth day of treatment. 
Anorexia and nausea were noted by the patient 
after five days of therapy. Within seven days, 
considerable improvement of the lesions of the 
skin were noted with flattening. However, by the 
13th day of treatment, his blood urea nitrogen 
had gradually risen to 41 mg/100 ml. and the 
amphotericin B was discontinued. Within seven 
days the blood urea nitrogen had fallen to 19 
mg/100 ml. and amphotericin B was restarted. Five 
days after treatment was reinitiated, the blood 
urea nitrogen was 39 mg. % and the drug was 
discontinued again. 

The patient was then treated with a. variety of 
topical antifungal preparations including iodine, 
chrysarobin, anthralin, carbol-fuchsin solution 
(Castellani’s paint), glyceryl triacetate, benzoic 
and salicylic acid ointment (Whitfield’s ointment), 
Fostex cream, Onychophytex solution, thorium-X, 
and x-ray therapy. None of these agents resulted 


Fig. 14—Hyphae in 
stratum corneum of typi- 
cal ringworm lesion. 
PAS - hematoxylin; re- 
duced 17% from mag. 
X 1,134. 
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Fig. 15.—Biopsy of 
typical nodular granu- 
loma from lower ab- 
domen. Note absence of 
follicular structures with- 
in granuloma. PAS- 
hematoxylin; X 21. 





Fig. 16—Granuloma 
with giant cells and 
hyphae; necrosis on lower 
right. PAS-hematoxylin ; 
reduced 17% from mag. 
X 178. 
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Fig. 17.—Close-up of 
hyphae inside and out- 
side of giant cell from 
Figure 16. PAS-hema- 
toxylin; reduced 17% 
from mag. X 1,134. 
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Fig. 18.—Peculiar bul- 
bous hyphae found in 
some granulomatous le- 
sions. PAS-hematoxylin; 
reduced 17% from mag. 
SC 1,134. 
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in any consistent improvement and the patient 
continued to have a steadily downhill course. 

Five months after admission, he was again 
started on amphotericin B, beginning with a dosage 
of 5 mg. intravenously, with a gradual increase 
to 25 mg. intravenously every other day. Again 
the blood urea nitrogen showed a constant increase 
and amphotericin B had to be discontinued. 

The patient’s course was further complicated by 
recurrent impetigenous lesions and furunculosis 
caused by coagulase-positive Staphylococcus aureus, 
for which he was treated with antibiotics. In 
addition, he received saturated solution of potas- 
sium iodide, thyroid, calciferol, diethylstilbestrol, 
y-globulin, multivitamins, and iron. The only medi- 
cations from which he received benefit were topical 
iodine and anthralin. Nine months after admission 
he was treated with copper iontophoresis, which 
was also without benefit. 

On Sept. 15, 1958, ten months after admission, 
because of the patient’s steadily deteriorating con- 
dition, he was started on 5 gm. of griseofulvin 
daily, orally. Within a week, drainage of the 
granulomas of the skin had stopped, the erythema 
and scaling of the skin lesions were diminished, and 
the patient noted remarkable symptomatic im- 
provement. After one month of therapy, the dose 
was reduced to 2.5 gm. of griseofulvin daily. After 
six weeks of therapy, the patient was reduced to 
1 gm. per day of griseofulvin, and continued on 
this dosage until the time of discharge. 

After three months of griseofulvin therapy, all 
skin lesions had completely healed with the ex- 
ception of one small lesion on the left wrist, which 
disappeared after four months of therapy. Only 
scarring and increased pigmentation remained in 
the areas previously involved with granulomas and 
plaques. Within four months after introduction of 
griseofulvin, the patient’s fingernails were cleared 
completely of any evidence of fungus infection 
(Fig. 13). After seven months of griseofulvin 
therapy, the toenails were nearly normal. 

During the first month of griseofulvin therapy, 
transient urticarial lesions were noted; however, 
these disappeared and did not recur. Throughout 
the course of therapy, complete hematologic, liver 
function, renal function, and other studies showed 
no abnormalities. During the patient’s hospitaliza- 
tion, there was a persistent microscopic hematuria ; 
however, this was not influenced in any way by 
amphotericin B or griseofulvin therapy. The 
patient’s rheumatoid arthritis was also not in- 
fluenced by therapy. The patient was discharged 
on April 2, 1959, to continue on a dosage of 0.5 
gm. of griseofulvin daily. 

After one month of 0.5 gm. of griseofulvin 
daily, the drug was discontinued, and this was 
followed by the development of scalmg_ lesions 
which revealed hyphae in potassium hydroxide 
preparation and T. rubrum in fungus cultures. 
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Consequently, the patient was restarted on 1.0 gm. 
of griseofulvin daily and continues on this level 
of the drug through the present time. He has now 
received more than 520 gm. of the drug (Oct. 27, 
1959). 


Comment 


Generalized T. rubrum infections have 
been related to abnormalities of carbohy- 


drate metabolism,?° lymphomas,!* and Cush- ` 


ing’s syndrome.®16 Systemic disease was not 
a prominent feature of other cases of gran- 
ulomatous T. rubrum infections ?®9.10,23, 
therefore the rheumatoid arthritis in this 
patient was probably incidental. 

The ability of the dermatophytes to in- 
volve living tissue was poorly understood 
until clarified by recent studies. Newcomer 
et al." have presented evidence from studies 
using the granuloma pouch that dead tissue 
is not necessary for growth of Trichophyton 
fungi. That other factors are important 
was shown by the fact that T. rubrum will 
grow in five-day-old serum?® as well as 
other nonkeratinized tissues such as excised 
sterile liver, muscle, kidney, spleen of the 
guinea pig,’ and powdered defatted der- 
mis.!! Further intriguing aspects of the 
problem are presented by the finding that 
common saprophytic contaminants, as well 
as the dermatophytes, grow luxuriously at 
room temperature on ground callus to 
which only distilled water and antibacterial 
antibiotics have been added.5?? 

Lorinez et al.4* have recently presented 
evidence for humoral factors which prevent 
growth of dermatophytes, and this work 
has been extended by Blank et al.° using 
a technique of growing skin on agar to 
which serum has been added. Roth et al.?® 
have refined a method of serum assay which 
gives an index of the “natural immunity” 
of an individual serum to derntatophytes. 
Using this technique, the serum of this 
patient with extensive granulomas was 
found to have the lowest titer of serum 
fungistatic activity of any of the over 200 
persons’ sera tested from normal subjects, 
persons infected with dermatophytes, as 
well as sera from patients with a variety 
of diseases..® This finding suggests that 
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he ment of resistance or of any toxicity other y  granulomatosa por trichophyton — tonsurans, 
pes than a brief episode of transient urticaria. r Rev." (Mex.) 3:4 (FebcMareh) i 
i JF. 

s 3. Blank, F.; Schopflocher, P.; Poirier, P., and 
(p ummary Riopelle, J. L.: Extensive Trichophyton Infec- . 


E ca Ea 4. Blank, H., and Roth, F. J., Jr.: Treatment 
A sa ng and nodular granulomatous cutaneous of Dermatomycoses with Orally Administered 
A lesions caused by Trichophyton rubrum. He Griseofulvin, A.M.A. Arch. Dermat. 79:259 


- phytes,! 


the serum factors prevent invasion of liv- 
ing tissue by the dermatophytes and that 
the decrease in fungistatic activity of this 
patient's serum allowed T. rubrum to pene- 
trate into living tissue. A decrease in nor- 
mal serum fungistatic activity may also 
explain the pathogenesis of systemic infec- 
tion with T. rubrum invading the brain, 


‘such as has been observed in Japan.™ 


There is a possibility that long-term steroid 
therapy also may have played a role in 
reducing the patient's resistance. This ster- 
oid effect has not previously been reported 
with human infections caused by dermato- 
but is well documented with 
Candida albicans and infections with sys- 
temic fungi.” 

The response of the patient to griseoful- 
vin was dramatic. The prompt clearing 
of the subcutaneous nodules suggests that 
griseofulvin is not keratinophilic but is dis- 
tributed through all body tissues. 


The relapse of the patient on discon- 


À ; 7 ae 
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drug. No toxic symptoms other than 
transient urticaria have been noted after over 
a vear of nearly continuous griseofulvin ad- 
ministration, 

An explanation for the pathogenesis of 
dermal infection with T. rubrum is suggested 
by the low dermatophyte inhibitory serum 
factors which this patient has as compared 
with both normal controls and patients with 
dermatophyte infections. — 

Dr. Burton F. Barney referred this patient to 
us. Amphotericin B (Fungizone) was supplied by 
the Squibb Institute for Medical Research. Griseo- 
fulvin was supplied initially by Dr. H. M. Walker 
of Glaxo Laboratories. Subsequent supphes were 
received from Dr. G. Hildick-Smith of Johnson 
& Johnson and Dr. James Shaffer of McNeil 
Laboratories as Grifulvin. Dr. J. Albert, Dr. W. 
W. Bruce, Dr. A. R. Goddard, Dr. S. Sagami, 
Dr. N. Zaias, and Dr. R. J. Zawisza contributed 


to the care and study of this patient while he was _ 


hospitalized. 


University of Miami School of Medicine, Jack- 
son Memorial Hospital (36). 


tinuation of griseofulvin suggests that this ae ie int adel | 
patient will have to be maintained on griseo- l. Baer, R. L., and Witten, V..H.: 1958-59 
Year Book of Dermatology and Syphilology, 


fulvin or a similar drug as long as he lives. 
After one year of nearly continuous ther- 
apy, there is no evidence of the develop- 


This is a case report of a 27-year-old white 
man who at the age of 22 developed multiple 


had had rheumatoid arthritis since the age 


Chicago, Year Book Publishers, lnc., 1959, pp. 
358-359, 
2. Beirana, L., and Novales, J.: Tina universal 


tions of About 50 Years’ Duration in 2 Sisters, 
Dermatologica 115 :40, 1957. 


(March) 1959. 


S of 19. Corticosteroid therapy was begun ae ae em spl ts = TA Roth, 
a ENEA `% J., Jr.: The Pathogenesis of Superficial Fungous 
3 sui after the onset of the arthritis and Infections in Cultured Human Skin, A.M.A, Arch. 
k continued for the next six years. Dermat. 79:524 (May) 1959; Correction: A.M.A. 
2 The course of his skin disease was pro- Arch. Dermat. 80:132 (July) 1959. 
j gressively downhill despite the use of many 6. Blank, H.; Smith, J. G., Jr.; Roth, F. J, 
fy SEE aor Tee? ica i 1 Jr., and Zaias, N.: Griseofulvin for the Treatment 
p pia and Systemic MORLAAS: Aat ci Dermatomycoses, J.A.M.A. 172:2168 (Det. 1A 
k griseofulvin was begun on Sept. 15, 1958, 1959. | 
s with dramatic improvement and subsequent 7. Burns, R, E.: Fungous Disease as a Compli- 
By complete clearing ot the Ti rubrum infection. cation of ees A.M.A. Arch. Dermat. 
re . - . . _ 77:686 (June) 1958. 
FS Asmaa Cessation `of griscofurei : Derap 8. Canizares, O.; Shatin, H., and Kellert, A. 
i resulted in cutaneous relapse, the patient has J . Cushing's Syndrome and Dermatomycoses, 
ss developed no evidence of resistance to the A.M.A. Arch. Dermat. 80:705 (Dec.) 1959. 
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ABSTRACT OF DISCUSSION 


Dr. D. Josera Demis, Washington, D.C.: In 
the past few months we have had the opportunity 
to treat several patients having T. rubrum granu- 
lomas. None of our cases has been as widespread 
as in the dramatic patient presented today. The 
diagnosis has been confirmed by mycologic and 


pathologic study. All of the patients were treated. 


with griseofulvin in a dosage of 1 gm. per day. 
Improvement in the nodular granulomas was ob- 


served after one week of therapy and the nodules 


routinely cleared in two to three weeks. Prompt 
clearing of the granulomas occurred in all patients, 
even in those patients whose superficial infection 
persisted for several months despite continued 
therapy. This rapid response to griseofulvin sug- 
gests that the granulomatous response is maintained 
by the presence of viable organisms in the corium. 

All of our patients showed a negative delayed 
reaction to trichophytin; only one patient demon- 
strated an immediate urticarial type response. The 
response to trichophytin has remained unchanged 
in all of the patients following therapy. 
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Dosage Requirements of Griseofulvin in 


Onychomycosis Due to Trichophyton Rubrum 


I, Preliminary Report 


CALVIN J. DILLAHA, M.D., and G. THOMAS JANSEN, M.D., Little Rock, Ark. 


With the introduction of oral griseoful- 
vin* and the demonstration of its effective- 
ness in onychomycosis,” a simple oral 
therapy appeared at hand. Onychomycosis 
due to the common Trichophyton rubrum 
organism has long been considered incurable 
by most dermatologists, there being no rea- 
sonable, routinely effective therapy. Early 
in 1959, when griseofulvin became available 
to the authors, a study was begun to deter- 
mine the optimum dosage required to clear 
nails diseased with Trichophyton rubrum.* 
It is the purpose of this preliminary report 
to outline our experiences to date in the 
treatment of onychomycosis with griseo- 
fulvin. 

Since February of 1959, we have treated 
55 patients. No topical remedies were pre- 
scribed during the course of this study. 
Forty-one adult white patients have been 
observed for three months or more to form 
the basis of this report. In all cases the 
involvement of the nails was characterized 
by elevation and separation of the nail plate 
at the distal end, often with an underlying 
yellow subungual hyperkeratosis. Usually 


Submitted for publication Jan. 18, 1960. 

From the Section of Dermatology, Department 
of Medicine, University of Arkansas, and the 
Little Rock Consolidated Veterans’ Administration 
Hospital. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 

* The material for this study was kindly sup- 
plied by Doctor Gavin Hildick-Smith of Johnson 
& Johnson and Doctor James Shaffer of the 
McNeil Laboratories Division of Johnson & 
~ Johnson. 
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disintegration of the nail plate was present 
in varying degrees. The number of nails 
involved varied; in several instances all 20 
nails were diseased, All patients were ap- 
parently in good health excepting a 45-year- 
old man with an exfoliative erythroderma 
associated with mycosis fungoides. In each 
instance the diagnosis was confirmed by 
culture of Trichophyton rubrum. Occasion- 
ally both Candida albicans and T. rubrum 
were cultured. However, the clinical appear- 
ance was that of T. rubrum infection, In 
addition to the nail infection in these 41 
patients, 33 had other areas of cutaneous 
involvement including a scaling or hyper- 
keratotic diffuse infection of the palms and 
soles. All had failed to respond to various 
fungicides applied to the skin involvement 
as well as to the nails. | 
Initially, one week or one month of 
therapy with a dosage of 250 mg. to 1 gm. 
daily was given in an attempt to determine 
if a layer barrier of griseofulvin could be 
laid down in the nails which would effec- 
tively prevent penetration of the growing 
new nail by the fungus. No other therapy 
was prescribed. The results of this study are 
given in the Table. After an observation 
period of three months it was apparent that 
such therapy was generally ineffective. 
While the nails of many patients improved 
during and immediately following therapy, 
they soon relapsed. This was particularly 
true of the palmar and plantar skin involve- 
ment when present. In only 3 of 17 patients 
was there regrowth of normal fingernails 
(Fig. 1).. Two of these patients also had 
onychomycosis of the toenails which re- 
mained unchanged. It was apparent then 
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Clinical Results with Oral Griseofulvin 

















Response 

Nail Skin 
Length of Daily Dose, No. of Incomplete Clearing Incomplete 
Therapy im. Cases No Effect with Relapse with Relapse Clearing 
1 week ).5 l 1 0 0 l 0 
1 week 1.0 2 ] 0 p. l 0 
1 month ).25 5 4 0 l 3 0 
1 month 0.5 4 l 2 if l 2 
1 month 1.0 5 2 3 C 4 





* Fingernails only. 


Fig. 1—Onychomyco- 
sis in a 36-year-old man; 
culture, T. rubrum. 4, 
upper, before treatment, 
B, middle, two months 
after beginning 0.5 gm. 
of griseofulvin daily for 
30 days, C, lower, seven 
months after therapy. 
Similarly diseased toe- 
nails failed to respond. 
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Fig. 2 (Case 15).—Onychomycosis of one thumbnail of 15 years’ duration contrasted with 
abnormal nail; culture, T. rubrum. 4, upper left, before treatment, B, upper right, after oné 
month, C, lower left, after two months, D, lower right, after three months. Note pretreatment 
debridement. 


that therapy over longer periods would be 
required producing a solid barrier of fungi- 
static activity in the nail. 

A study was initiated in which therapy 
was to be continued until all clinical and 
laboratory evidence of the nail and cutaneous 
disease was eliminated. Treatment was be- 


gun in a larger group of patients giving 


0.5 to 10 gm. of griseofulvin daily in 
divided doses. The results to date of this 
study are graphically tabulated in Figures 
6 and 7. Since the number of cases re- 
ceiving 0.5 gram a day is small, no definite 
conclusions can be drawn. While in most 
patients there was improvement of the nails, 
it was observed in three patients that 0.5 
gm. daily did not effect clearing of cutane- 
ous involvement particularly of the palms 
and soles. Therefore, we did not pursue 
this dosage level further. 

With 1 gm. of griseofulvin daily for 
three or more months, regular and con- 
tinued improvement of the fingernails of 
all patients could be produced, correspond- 
ing, in most instances, to the normal rate 
of growth. The beginning of normal nail 
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hling, or scraping with glass microscope 


growth could be noted by the end of the 
first month. This regrowth is illustrated 
in Figures 2 and 3. It is of interest to note 
the extension of the lunula in nails ! recover- 
ing from the infection. Four to five months 
were required to regrow the fingernail with 
a normal distal separation. Toenail regrowth 
was much slower (Fig. 4) and probably 
five to six months or more of therapy will 
be required to obfain a normal toenail. 
During the course of therapy with griseo- 
fulvin, it appeared that debridement of the 
diseased portion of the nail plate and 
subungual hyperkeratosis markedly facili- 
tated the regrowth of a healthy nail. Fre- 
quently, for cosmetic reasons, debridement 
of the diseased portion of the nail was 
already accomplished by the patient, par- 
ticularly the fingernails. Such debridement 
(Fig. 2) appeared to promote more rapid 
recovery of the nails. Lack of debridement 
was observed to inhibit recovery (Fig. 5). 


` 


Recently removal of the diseased portion of 
the nail has become a part of our routine 
therapy. This is accomplished by trimming, 
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Fig. 3 (Case 6).—Onychomycosis of 14 years’ 


duration; culture, T. rubrum. A, upper, before 
treatment, B, middle, after three months’ treat- 
ment, (C), lower, after five months’ treat- 
ment, Note partial debridement of diseased portion 
of nail. 


slides. The slower response of the toenails 
may be due in part to the less frequent use 
of debridement and in part to the slower 
rate of growth of toenails as compared to 
that of fingernails. Bean observed that his 
toenails grew one-third to one-fourth as 
fast as his fingernails.* 

Obviously if a permanent cure of the nail 
disease is to be accomplished in addition to 
the eradication. of the infection of the nail, 
the cutaneous infection must be eliminated 
when present, because it is probably the 
source of the nail invasion. The skin in- 
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volvement present in 30 of 33 patients re- 
ceiving 1 gm. a day for three or more 
months cleared within one month with two 
exceptions. In two patients the palmar and 
plantar involvement has not cleared after 
three to four months of therapy. 


Adverse Reactions 


Some intolerance to griseofulvin was ob- 
served in 17 out of 55 patients. This in- 
cluded four instances of abdominal distress 
and nausea, five of headache, two of nerv- 
ousness, and two of urticaria. In addition 
we observed one instance of muscle cramp- 
ing, one of aphthous stomatitis, and one of 
severe urinary frequency believed to be re- 
lated to the griseofulvin therapy. The patient 
who developed aphthous stomatitis had ex- 
perienced a from broad- 
antibiotics. The two 
occurred in patients 
known to be sensitive to penicillin. How- 
ever, several other patients with a known 
sensitivity to penicillin have been able to 
take griseofulvin without intolerance. The 
dosage of griseofulvin was reduced in four 


similar effect 
spectrum antibacterial 


instances of urticaria 


patients and therapy was discontinued in 
four because of the adverse reactions. 
During the first three months of this 
study a routine laboratory determination of 
the formed elements of the blood, a urinal- 
ysis, and a serum bilirubin determination 
were done at weekly intervals without any 
detectable abnormality becoming evident. 


Comment 


It is our intention to continue therapy in 
all instances until the nails and skin are 
free of clinical and laboratory evidence of 
infection. Since therapy is continuing in all 
patients reported in Figure 7, no statement 
at present can be made regarding final re- 
sults of therapy and permanancy of cure. 
Data on direct KOH examination and cul- 
tures is being accumulated as patients re- 


ceiving therapy become clinically clear. 
Additional studies will’ be carried out at 


intervals after discontinuance of therapy. 


These, with clinical observations, will be 
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Fig. 5 (Case 23).— 
Onychomycosis of 15 
years’ duration; culture, 
T. rubrum. A, upper, be- 
fore treatment, B, lower, 
five months after, treat- 
ment. Note lack of de- 
bridement of diseased 
portion of nails. 


Fig. 4 (Case 15).— 
Onychomycosis of 15 
years’ duration; culture, 
T. rubrum. A, upper, be- 
fore treatment, B, lower, 
after three months’ treat- 
ment. 





Fig. 7—Clinical results 
with 1 gm. griseofulvin 
daily. 
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Fig. 6.—Clinical results >» 
with 0.5 gm. griseofulvin ' 
daily. Bi 
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presented in a subsequent report. During 
the present study topical fungicides have 
been withheld from cutaneous lesions. How- 
ever, since two patients with palmar and 
plantar hyperkeratosis did not respond to 
prolonged therapy a study was begun com- 
paring the response of paired symmetrical 
lesions to a topical fungicide and a placebo 
while the patient is receiving griseofulvin. 


Summary 


Onychomycosis due to Trichophyton ru- 
brum generally failed to respond to griseo- 
fulvin therapy given for one week or one 
month. Continuous therapy with 1 gm. a 
day produces clearing of fingernails within 
three to four months. It would appear that 
five to six months or more may be required 
to regrow diseased toenails. Debridement of 
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diseased portions of the nail appears to 
facilitate regrowth of a normal nail while 
lack of debridement may markedly delay 
healing. 

No data are yet available on the over-all 
cure rate. j 


536 Waldon Building. 
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Effect of Griseofulvin on Tinea Capitis Caused by 


Microsporum Audouini 


E. RICHARD HARRELL, M.D.; FLORANTE C. BOCOBO, M.D.; FREDERICK KINGERY, M.D., and 


LEO MIEDLER, M.D., Ann Arbor, Mich. 


Introduction 

The curative effect of griseofulvin in tinea 
capitis caused by Microsporum audouini 
has been established by the few reports 
which have been published. Williams, Mar- 
ten, and Sarkany? were the first to report 
such a cure; Blank and Roth? also included 
one patient with scalp infection caused by 
Microsporum audouini who was successfully 
treated with griseofulvin. Recently, a series 
of children with M. audouini infection of 
the scalp treated with griseofulvin has been 
reported from Washington, D.C.’ Tinea 
capitis caused by dermatophytes other than 
M. audouini has also been treated success- 
fully by griseofulvin.** The frequency, the 
anthropophilic aspect, and the resistance to 
all forms of therapy other than x-ray epi- 
lation make tinea capitis caused by M. 
audouini one of the most important of the 
dermatophyte infections. The present study 
was initiated to determine the optimum 
dosage and treatment schedule necessary to 
best manage tinea capitis produced by in- 
fection with M. audouini in children. 


Methods and Materials 


The study includes clinical material seen at 
the Dermatology Clinic of the University of 
Michigan Medical Center, the Wayne County 
General Hospital, and the ringworm clinic of the 
Wayne County Health Center.* A total of 67 
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Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959, 

* The authors gratefully acknowledge their in- 
debtedness to Dr. Gordon A. Eadie efor making 
available the clinical material of the Wayne County 
Health Center. ` 


children were seen between January and August, 
1959, and proven to have M. audouini infection of 
the scalp hair. The diagnosis in each instance 
was established by (1) observing the fluorescence 
of the patient’s scalp hair under the Wood’s light, 
(2) finding the ectothrix fungus on direct micro- 
scopic examination of infected hair, 
obtaining a culture of M. audouini from the in- 
fected hair when planted on Sabouraud’s glucose 
agar. Of the 67 patients, 28 were Negro, while 
39 were white. Thirteen patients were girls, while 
fifty-four were boys. Children over 10 years of 
age were not accepted for this study, since pubertal 
children undergo spontaneous cure of M. audouini 
scalp infection. Also, only those children who had 
noninflammatory tinea capitis were accepted for 
the study. The 67 patients varied in age from 
11 months to 10 years, with an average age of 
5.7 years. The patients weighed from 23 to 
117 pounds, the average weight being 43 pounds. 

All patients were examined under the Wood’s 
light; specimens were taken for microscopic ex- 
amination and culture at weekly intervals for 
the first six weeks, then at bimonthly intervals 
for at least six more weeks. It became increasingly 
difficult to induce the parents of the children to 
return them to the clinic for examination, once 
obvious cure had been attained and maintained 
for several months. The first 35 children treated 
with oral griseofulvin? were followed with com- 
plete blood counts and urinalyses at intervals of 
one to two weeks. The griseofulvin was admin- 
istered in either tablet or liquid form in a dosage 
of 125 mg. per tablet or per teaspoon of a liquid 
suspension. No local treatment was employed 
except for routine shampooing of the scalp. In 
order to observe the natural behavior of the in- 
fected hairs under griseofulvin therapy, shaving 
of the scalp hair was not employed during the 
first two months of this study. After this period, 
complete shaving of the scalp in the male patients, 
and partial shaving in female patients was per- 
formed routinely two weeks to three weeks from 
the time treatment was started. No attempt was 


+ The griseofulvin used in this study was sup- 
plied through the courtesy of Dr. Gavin Hildick- 
Smith, Associate Medical Director, Johnson & 
Johnson Company. 
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TABLE 1.—Griseofulvin Therapy—Varied Dosage Schedules 








Length of = 
Schedule Treatment No. of No. No. of No. of Follow-Up 
(Days) Patients Cured Failures Recurrences Period 
I 10 gm/day for consecutive days 34-42 4 4 0 0 180-200 days 
(250 mg. q.i.d.) 
I} 0.75 gm/day for consecutive days 21-51 3 3 0 0 180-200 days 
(250 mg. t.i.d.) ; 
0.5 gm/day for consecutive days 28-43 4 4 0 0 200 days 
(250 mg. b.i.d.) 
IV 0.250 gm/day for consecutive days 28-84 36 34 0 2 28-180 days 
(125 mg. b.i.d.) 
V 0.125 gm/day for consecutive days 21-42 5 1 3 1 21 days 
(125 mg/day) 





made to regulate the griseofulvin dosage according 
to body weight. 

An initial pilot study was done utilizing a 
dosage of 1.0 gm. per day, 0.75 gm. per day, 0.50 
gm. per day, and 0.25 gm. per day, administered 
on consecutive days (Table 1). Efforts were then 
concentrated on the dosage schedule of 0.25 gm. 
per day and other modifications of this daily dosage 
(Table 2). The criteria for clinical cure consisted 
of a negative Wood’s light examination, completely 
negative microscopic examination, and negative 
cultures on at least two examinations. 


Results 


The first results obtained from the few 
patients who were treated with the dosage 
of 1.0 gm., 0.75 gm., 0.50 gm., and 0.25 
gm. per day on consecutive days indicated 


that there was little advantage to be ob- — 


tained in employing the higher dosage 
schedule. The few patients treated by these 
different schedules evidenced approximately 
the same rate of cure. The higher dosage 
did not appear to materially shorten the 
length of time required to effect a cure of 
the M. audouini infection. Accordingly, the 
higher dosage schedules were abandoned, 


and the daily dose of 0.25 gm. was used 
almost exclusively, Thirty-six children have 
been treated with this dosage and followed 
up adequately. There were 2 recurrences in 
this group of 36 patients. Both were in the 
group treated without employing. shaving or 
clipping of the scalp hair. The doses of 
griseofulvin employed in the 36 patients 
ranged from 2 mg. to 10 mg. per pound of 
body weight per day (Table 3). The two 
failures occurred at 4 and 5 mg. per pound 
dosage. Fifteen of the thirty-six patients 
were given the dosage of 250 mg. per day 
for 28 to 32 consecutive days. The 2 re- 
currences developed in this group (Table 
4). The group of 12 patients treated from 
33 to 36 days evidenced no recurrences, nor 
did the 9 patients treated for the longer 
period of time: i.e., from 37 to 84 days. 


The failure rate of the group of five 
patients treated with 125 mg. of griseoful- 
vin per day for from 21 to 42 days ( Table 
1) indicated that this lower dosage is not 
adequate to produce consistently good re- 
sults. The other modifications of the treat- 


TABLE 2.—Griseofulvin Therapy—Further Varying Dosage Schedules 











Length of i 
Schedule Treatment No. of No. No. of No. of Follow-Up 
(Days) Patients Cured Failures Recurrences Period 

YI 2.0 gm/day for 1 day only - 1 3 1 2 0 68-84 days 

(500 mg. q.i.d.) 
VII 0.25 gm/day for 3 days only 3 1 0 1 0 63 days 
VIII 0.25 gm/day for 7 days only r$ 5 0 5 0 21-42 days 
IX 0.25 gm/day for 3 days each week P 

for 5-8 weeks 5-8 weeks 6 1 3 2 21-120 days 
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EFFECT ON TINEA CAPITIS 


TABLE 3.—Analysis of Griseofulvin Dosage in 
Milligrams per Pound 


Group IV: 36 Patients Given 0.25 Gm/Day 


No. of 
Dose Patients 
1 mg/lb. body weight 
2 mg/Ib. body weight 
3 mg/lb. body weight 
* 4 mg/lb. body weight 
* 5 mg/lb. body weight 
6 mg/lb. body weight . 
7 mg/lb. body weight 
8 mg/Ib. body weight 
9 mg/lb. body weight 
10 mg/Ib. body weight 
11 mg/Ib. body weight 


* One recurrence. 


ment schedule employed included 0.25 gm. 
of griseofulvin per day for three days only, 
and 0.25 gm. per day for seven consecutive 
days. Neither schedule appeared to be satis- 
factory. The schedule of 025 gm. per day 
for three consecutive days each week for 
five to eight weeks did produce three ap- 
parent cures; however, two of these three 
patients developed recurrence following ces- 
sation of the therapy (Table 2). 

There has been some mdication that a 
single massive dose might be effective in 
curing M. audouini infection of the scalp 
hair. The dose of 2 gm. given on one day 
only was administered to three patients. One 
of these three patients has remained cured 
up to the present time. 

Two interesting types of change devel- 
oped on the unshaved scalp hair during 
griseofulvin therapy. (1) A majority of the 
patients had a gradual loss of the brilliant 
green fluorescence of the mfected hairs dur- 


TABLE 4.—Analysis of Treatment Time 
Reduibements of Griseofulvin 
Therapy . 


Group IV: 36 Patients Given 0.25 Gm/Day 


Consecutive No. of 
Days of Patients 
Therapy Cured Recurrence 
28-32 15- 2 
33-36 12 0 
37-84 9 0° 


Harrell et al. 


ing the first 7 to 14 days of adequate griseo- 
fulvin therapy. These hairs assumed a dull, 
whitish-gray appearance under the Wood’s 
light, and retained this color until complete 
cure had been obtained. Even though they 
had lost their brilliant green fluorescence, 
most still showed fungal elements under the 
microscope and gave positive cultures. Thus, 
Wood’s light examination can be misleading 
in the follow-up of patients under griseo- 


fulvin therapy, and should not be used as. 


the sole criterion for eradication of infec- 
tion. (2) A smaller number of patients 
retained the brilliant green fluorescence of 
the scalp hair. However, as the hair con- 
tinued to grow during griseofulvin therapy, 
the area of fluorescence grew outwardly, 
until, by the third to fourth week, only the 
distal portion of the hair shaft showed a 
brilliant green fluorescence. This phenome- 
non was first described by Gentles 7 among 
guinea pigs experimentally infected with 
Microsporum canis, and further observed 
by Pardo-Castello et alt and by Kirk and 
Ajello among children with tinea capitis 
due to M. audouini and M. canis. The distal 
fluorescing portion of the hair could be 
completely removed by clipping or shaving. 

Interesting changes were noted on micro- 
scopic examination of the infected hairs 
during the griseofulvin therapy. During the 
first two to three weeks of therapy, the 
typical mosaic sheath of ectothrix spores 
seen before treatment (Fig. 1) gradually 
became lost and was largely replaced by 
hyphal elements (Fig. 2). A very sharp 
line of demarcation existed between infected 
and uninfected portions of the hair. It ap- 
pears that from the day the griseofulvin 
therapy is begun and the antibiotic becomes 
incorporated in the keratin of the hair, a 


“griseofulvin curtain” occurs, pushing the 


infected portion of hair ahead of it 
(Fig. 3). Among the children treated with 
250 mg. of griseofulvin for three consec- 
utive days, each week some of the hairs 
examined under the microscope were seen 
presenting a pattern of alternate bands of 
infected and noninfected areas which may 
be considered as correspondent to periods 
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of treatment and nontreatment. It appears 
only logical that once this “curtain” of 
griseofulvin has grown out far enough to 
allow the infected portion of the hair to be 
removed, a clipping procedure should be 
performed in order to totally eradicate those 
still viable spores on the distal end of the 
hairs. Such shaving or clipping is recom- 
mended. However, it should be noted that 
at least 2 patients included in the group of 
36 treated with 0.25 gm. per day for from 
28 to 32 days had the griseofulvin therapy 
discontinued on the 28th day without any 


Fig. 2.— Microscopic 
appearance of infected 
hair after weeks 
ot griseofulvin therapy. 
There is almost complete 
change from spore to 
hyphal growth. 


three 
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A.M.A ARCHIVES OF DERMATOLOGY 


1.—Pretreatment 
microscopic appearance 
of infected hair showing 
the typical ectothrix mi- 
crospores of M. audouini. 


Tie 
Fig. 


effort made to shave the scalp hair. At the 
time therapy was discontinued, the micro- 
scopic examination of scalp hair was still 
positive for hyphal elements at the distal 
of the hair. Cultures 
instances with microscopically positive hairs 


ends done in both 
were negative for M. audouini. Neverthe- 
less, therapy was discontinued, and when 
these two patients were then followed up 
at weekly intervals for four months, evi- 
dence of scalp infection was no longer 
obtained. 
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The isolates of M. audouini obtained from 
treated patients were not significantly dif- 
ferent in gross morphology of the colony 
and in microscopic appearance from those 
obtained prior to treatment. 

The routine complete blood counts and 
urinalyses performed on the first 35 patients 
treated with griseofulvin were all entirely 
normal. Three patients taking the larger 
doses of griseofulvin complained of mild 
headache following administration of the 
antibiotic. The headaches were not severe 
enough to warrant discontinuance of the 
therapy, and spontaneous disappearance of 
the head pain occurred. _ 


| Summary 

A total of 67 children with tinea capitis 
caused by Microsporum audouini have been 
treated with orally administered griseoful- 
vin. Varying dosage’ and time schedules 
were employed in an effort to determine 
the optimum daily dosage and duration of 
therapy. The dosage of 0.25 gm. per day 
administered on consecutive days from 33 
to 36 days appears to be very effective in 
producing a high rate of cure, although it 
is occasionally necessary to continue therapy 
for a longer period. | bse) = 


Harrell et al. 
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Fig. 3.—Three human 
hairs pulled four weeks 
after griseofulvin therapy 
was initiated. There is 
a sharp line of demar- 
cation between infected 
and noninfected hair. 


Shaving or clipping of the infected areas 
of hair is advocated two to three weeks 
after therapy has been started. 

No major signs of toxicity were observed 
during the administration of griseofulvin. 


Department of Dermatology, University Hos- 
pital, University of Michigan. 
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Favus Treated with Griseofulvin 


WILEY M. SAMS, M.D., Miami, Fla. 


In the United States favus is considered 
to be reasonably uncommon, though not 
rare. At the turn of the century, in larger 
population centers, especially in and about 
New York City, favus was more frequently 
observed. It occurred in immigrants from 
the eastern part of Europe, and the older 
text books carried longer descriptions of 
the disorder, giving in more detail the vari- 
ous clinical manifestations which might 
occur. Acquired cases of favus in hospital 
attendants have been reported,! and endemic 
cases of favus have occurred in native-born 
Americans who have never travelled from 
various parts of the country.?* In the Miami 
area we had but a single case of favus 
under observation when griseofulvin was 
introduced, and this patient was resident in 
the New York area. Contact was made when 
she returned to Miami Beach for a winter 
vacation in the spring of 1959, and treat- 
ment was instituted in March. 


Report of a Case 


This patient, a woman, now 72 years of age, 
came under observation on March 1, 1946. The 
duration of her “scalp trouble” was given then 
as only two years, but it is likely to have existed 
for a much longer period. Born in Austria, in 
a location which is now a part of Poland, she 
came to this country early in the century, At 
the time of original examination, hair loss, atrophy 
of the scalp in the same area, and rather sparse 
scale were noted, but microscopic examinations 
for mycelia were recorded as negative. Con- 
ventional topical therapy, with sulphur ointment 
and resorcin shampoo, were effective to the point 


Submitted for publication Jan. 18, 1960. 
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where clinical criteria were obscured, and the 
correct diagnosis not established. In the cicatricial 
phase, with the alopecia occurring in triangular 
confluent areas over the vertex of the scalp, 
pseudopelade was offered as a diagnosis. When 
this patient, who is transient in the area, was 
observed a year later, not only the eruption 
on the scalp, but lesions on the glabrous skin, 
and a chronic infection involving the index and 
midfinger of the right hand were observed. 
Mycelia were readily demonstrated from a finger- 
nail, from the glabrous skin, and from the scalp, 
and were identified on culture as favus. A year 
later, when the patient returned, typical small, 
cup-shaped, yellowish crusts, the scutulae of favus, 
were present on the scalp at the time of examina- 
tion, and mycelia and sausage-shaped spores 
characteristic of favus were observed on direct 
examination. Insofar as could be ascertained from 
this patient, and from her husband, the diagnosis 
of favus had not been previously made. Material 
was taken both for direct examination and for 


Fig. 1—Typical scutulae present before treat- 
ment. 
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Fig. 2—Condition on scalp at time treatment 


was initiated. 


culture, and submitted to Dr. Fred Weidman, of 
Philadelphia. He reported the organism to be 
Achorion schoenlein (T. both 
the scalp and the glabrous skin. 

This patient has been under observation approx- 
imately at yearly intervals over a period of 13 


schoenleini), on 


years, coming to the office for treatment for vary- 
ing periods of during the 
winter months. Numerous topical applications and 
therapeutic procedures were and sulfur 


ointment with 3% salicylic acid, and 5% am- 
moniated ointments, seemed to yield 


three to six weeks 
used, 


mercury 





Sams 





Fig. 3.—Typical lesion on glabrous skin. 


equally satisfactory temporary improvement. The 
degree of response was apparently directly related 
to the frequency of application, and the diligence 
with which the topical treatment, including local 
applications and shampooing, was carried out. Ex- 
tension of the disorder on the glabrous skin, the 
submammary folds, and the upper part of the 
back, reported to occur during the warm 
and humid months of the year, and was observed 
on several occasions while she was resident at 
Miami Beach. Typical scutulae were observed on 
several They occurred chiefly on the 
scalp, and were once present in a lesion involving 
the nose. It is interesting to note that infection 
of the midfinger nail on the right hand, observed 


was 


occasions. 


Fig. 4—Appearance of 
scalp 16 days after initi- 
ation of treatment. 
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5.—Appearance of scalp after 50 davs 


Fig. 
treatment, 


of 


some years ago, apparently progressed to spon- 
taneous involution. 

Treatment with griseofulvin was initiated 
March 10, 1959, with typical lesions on the glabrous 
skin, and scutulae present on the scalp at that 
time. One week later there was little evidence of 
objective improvement, but there had been diminu- 
tion in the amount of itching which was present, 
especially on the scalp. No local treatment was 
used. At the end of 16 days, objective improvement 
was evident, and relief from itching was reported. 
The crusts on the scalp were dry, but organisms 
were still present, and culture on this date 
(March 26, 1959) failed to produce a typical 
growth for the first time in a number of years. 
Thirteen days later the organisms were still easily 
demonstrated, but positive cultures were not ob- 
tained. On April 27, forty-eight days after treat- 
ment was instituted, mycelia and spores were not 


on 


a 


demonstrated on direct examination, nor positive 
culture obtained. No trace of the infection was 
present on glabrous skin, and only slight follicular 
scale was present on the scalp. 


This patient was subsequently examined in New 
York City on May 27, eighty days after institution 
of treatment. The material from the scalp was 
negative for mycelia and spores, and a positive 
culture not obtained. She has continued to take 
one gram of griseofulvin daily, has reported for 
observation, and cultures from the scalp have 
been negative. There has been some regrowth of 
hair over the vertex of the scalp. On Sept. 30, only 
six days short of a six-month period, the scalp 
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Fig. 6—Appearance of glabrous skin on 50th 
day of treatment. 


‘was still reported to be negative, with a negative 


culture, but a culture positive for T. schoenleim 
was obtained from one toenail. 


Comment 


At this time there is a single report on 
the use of griseofulvin in the treatment of 
favus. Esteves and Neves® reported four 
children with favus of the scalp as appar- 
ently cured after five weeks of treatment 
with griseofulvin. No doubt there are other 
cases with chronic favus in which therapy 
has been instituted since the drug became 
generally available. It appears, from our 
limited experience, and from the previous 
report, that a satisfactory response can be 
anticipated with infections of the scalp and 
glabrous skin, while infections of the nails 
will require an extended period of admin- 
istration of griseofulvin. 


In an individual who has harbored such 
an infection for a period of years, there 
can be little doubt that many spores will 
remain 1) various articles of clothing and 
other environmental objects, even though 
the drug*is administered until the last clin- 
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ical sign disappears from the slowest-grow- 
ing nail. It will remain for time and 
experience to tell us whether we achieved 
definitive cure, or whether our patient is 
susceptible and will reacquire her infection 
or relapse from a hidden focus. 


Acknowledgement is made to Dr. Saul Blau 
and Dr. Norman B. Kanof of New York for 
their continued observations, examinations, and 
reports on this patient. 


Division of Dermatology, Department of Medi- 
cine, University of Miami School of Medicine. 
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ABSTRACT OF DISCUSSION 
ON PRECEDING THREE PAPERS 


Dr. Marion B. SULZBERGER, New York: Unless 
some unexpected serious untoward effects develop 
from griseofulvin, it appears to me that the 
reservoir of scalp infections by fungi in children 
will be practically eradicated by griseofulvin some- 
time within the next few years, much as the 
reservoir of syphilis has been practically eradicated 
by penicillin. 

This, then, will be the end of a beautiful story 
of medical advances, and we will have come a full 
circle. As you all know, originally fungous in- 


Sams 


fections of scalps of children were not generally 
curable, particularly those due to certain species 
of Microspora and favus. In France, one simply 
had to take the infected children out of the schools 
as quickly as one discovered them and put them 


into entirely separate schools, maintained entirely 
for the teaching of the infected children. The 


schools for the infected children sometimes had 
bigger enrollments than those for the uninfected 
children. Then came roentgen rays, and the safe, 
temporary x-ray epilation which was an effective 
method for curing most forms of ringworm of 
the scalp in children. Now, right at the present 
moment, with the hysterically increasing fear of 
x-rays on the part of the public and also of some 
physicians, the time was perhaps near at hand 
when physicians would no longer be able to use 
x-ray epilation for curing ringworm of the scalp in 
children, and had not griseofulvin come along in 
the nick of time, we might have been forced 
to revert to the ancient situation of again having 
to establish separate schools for scalp-infected 
children. But here, like the happy ending of a fine 
television story, along comes griseofulvin to the 
rescue at precisely the most critical point, and at 
the most opportune moment. 

My remaining comments refer to Dr. Wiley 
Sams’ excellent report of the cure of a case 
of favus. We, too, have had similar fine results 
in one case of favus. But Professor Degos, of 
Paris, was good enough to send me a summary 
of his experiences with griseofulvin in the treat- 
ment of scalp infections with fungi. Professor 
Degos’ experience includes 28 cases of favus, which 
is by far the largest series that I know of to 
date. Dr. Fisher, of Israel, also received a copy 
of Professor Degos’ French report, and Dr. 
Harvey Blank tells me that Dr. Fisher has trans- 
lated it. The report is brief, and I would like 
to ask the Chair to permit Dr. Fisher to read 
his translation of Professor Degos’ findings. I 
will look forward to hearing it and to finding out 
whether Dr. Fisher’s translation is better than mine. 
I suspect it may well be. 
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Griseofulvin Treatment at Saint Louis Hospital, Paris 


R. DEGOS, Paris 


Since March, 1959, in the dermatology 
service of the St. Louis Hospital, Paris, 76 
cases of tinea of the scalp were treated, with 
enough elapsed time to evaluate the results: 
A. Twenty-eight cases of favus (Trichophyton 

schoenleini), one of which was a generalized 
favus, were treated previously for 20 years 
without success. 
B. Sixteen cases of tinea were due to endothrix 
Trichophyton 
11 due to T. violaceum 
2 due to T. glabrum 
2 due to T. acuminatum 
1 due to T. soudanese 
C. Eleven cases of tinea were due to M. audouini. 
D. Twenty-one cases of tinea were due to M. canis. 


The dose was 1 gm. a day, for 21 days. 
This dose was reduced since August, 1959, 
in T. schoenleini to 1 gm. for 3 days and 
0.5 gm. for 18 days. In the beginning of 
the study, no local treatment was used. 
Afterwards, daily shampoos, rubbing with 
salicylated iodine-alcohol, and shaving the 
hair by clipper to avoid contamination were 
employed. 

The results were excellent, and caused us 
to abandon all the classical treatments 
(radiological epilation, etc.). | 

In the favus cases (T. schoenleini), the 
results were particularly rapid and constant. 
No recurrences were noted. The patient 
with generalized favus of 20 years’ dura- 
tion was completely cured. 

In the cases due to Trichophyton, there 
was only one recurrence (Trichophyton 
acuminatum), and this was cured by a sec- 
ond course of griseofulvin. 

In the cases due to Microsporum, there 
were seven recurrences (three of M. au- 
douini, and four of M. canis), which were 

Submitted for publication Jan. 18, 1960. 

Presented as a discussion of the preceding paper 
by Dr. Sams. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct, 26-27, 1959, 
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Summary of Results 








No. of No. of 
Diagnosis Cases Recurrences Final Cures 
Favus 28 0 All 
Trichophyton 16 1 After 2d course of grise- 
(endothrix) ofulvin. ; 

M. audouini 11 3 2 cured after 2d course; 
1 cured after 3d course. 

M. canis 21 4 4 cured after 2d course. 





cured by a second còurse of griseofulvin. 
One patient with M. audouini had two 
recurrences, but was cured after a third 
course of griseofulvin. 

Thus, recurrences occurred with relative 
frequency in cases of M. audouini and M. 
canis, without our discovering a new hetero- 
geneous contamination. The fact that the 
hair was cut by clippers and that topical 
therapy was applied did not prevent the 
recurrences. It is paradoxical to note that 
the tinea infections which were most resist- 
ant (favus) were those that did not recur. 

No side-effects to griseofulvin were seen. 
The measurements of the noninfected por- 
tion of the hair during the course of griseo- 
fulvin showed the following: (a) In favus 
(T. schoenleini) where measurement was 
the easiest to perform, a healthy portion 
of 2-8 mm. at the 8th day of treatment was 
noted, and 5-7 mm. at the 20th day of treat- 
ment. (b) In the other tinea infections, a 
healthy portion of 3-7 mm. to 4.7 mm. at 
the 20th day of treatment was seen. 

The arrest of the infection corresponds 
to the early days of treatment; a hair growth 
of 4-7 mm. in 20 days being close to nor- 
mal. In favus, the effect seems to be im- 
mediate. The drug has a fungistatic effect 
rather than a fungicidal one. This seems to 
be proven by the fact that as long as an 
infection persists, in part of a hair or scales 
containing mycelia, all the cultures gave 
normal colonies in the regular time. 

Translated by B. Fisher, M.D., Miami, Fla. 


St. Louis Hospital, Paris, France. 


Use of Griseofulvin in the Therapy of Tinea Capitis 


in Children 


II. Single Dose and Monthly Doses 


JACQUELYN KIRK, M.D., and VERLIN E. MILES, M.D., Washington, D.C. 


In December, 1958, griseofulvin became 
available to the District of Columbia Health 
Department Ringworm Clinic for clinical in- 
vestigation, and during the next eight months 
153 children with tinea capitis were treated 
with the drug on an out-patient basis. These 
included 137 cases of Microsporum audouini 


Submitted for publication Jan. 18, 1960. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 


infection, 8 cases of Trichophyton tonsurans 
infection, and 8 cases of Microsporum 
canis infection. Six of the T. tonsurans cases 
and five of the M. canis cases have previously 
been reported, as have preliminary data in 
eighty-one of the M. audouini cases. Final 
data in reference to 137 cases of M. audouini 
infection are summarized in Table 1. The 
only untoward reactions were in two cases, 
previously reported. 

To summarize our experiences and im- 
pressions in brief, we found that although 
20 of 29 patients treated for four weeks or 


TABLE 1.—Griseofulvin Therapy in M. Audouini Infection. 








Patients Treated 4 Weeks or Less 














. Wood’s-Light- Negative, 
Ay. Culture-Negative Treatment Failures Recur. of 
Treatm. (Still Wood’s-Light- Fluorese. 
No.of Time, 8 12 16  Totalby Or Culture-Positive After Neg. Lost to 
Dose Patients Weeks Wks. Wks. Wks. 16th Wk. After 16th Week) Culture * Follow-up 
Less than 10 mg/lb/day 21 3.1 8 7 1 16 5 3 —- 
10-15 mg/lb/day 5 3.6 4 0 0 4 -—— — 1 (active) 
40 mg/lb/week 1 3 — =- — -= 1 — —- 
Variable dose or inter- 
mittent treatment 2 4 0 0 0 0 2 — — 
Patients Treated 5-15 Weeks 
Wood’s-Light-Negative, 
Av.  Treatm. Culture-Negative Treatment Failures* Recur. of 
Treatm. Longer (Still Wood’s-Light- Fluoresc. 
No.of Time, Than 10 12 16 Total by Or Culture-Positive After Neg. 
Dose Patients Weeks Weeks Wks. Wks. Wks. 16th Wk. After 16th Week) Culture * 
Less than 10 mg/Ib/day 8 7.8 1 4 0 8 
10-15 mg/lb/day 46 8.1 7 il 7 45 1 (treatment 12 wks.) 1 (treatment 
8 wks.) 
20-25 mg/Ib/day 9 9.5 meg 3 2 9 0 1 (treatment 
7 wks.) 
20-30 mg/lb/week 8 8 2 1 1 8 0 1 (treatment 
; 8 doses) 
Twice weekly 20-30 mg/Ib. 5. 9 0 1 — 5 0 0 
Variable dose or intermittent 
treatment 33 9.4 11 16 6 32 ł 0 3 





* All recurrences noted within 8 weeks after therapy discontinued. 


t One patient not cultured at date of first negative Wood’s 


light examination. Lost to follow-up for 3 months. Wood’s-light-negative and culture-negative at that time. 
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less had become Wood’s-light-negative and 
culture-negative by the 16th week of ob- 
servation with only three recurrences in chil- 
dren apparently cured, our most consistent 
and predictable results were obtained by ex- 
tending therapy until two weeks after the 
first negative culture was obtained. This re- 
sulted in treating the patients for from 5 to 
15 weeks, with treatment averaging 8 to 9 
weeks. Fewer recurrences were seen when 
treatment time was extended, and the dosage 
level per se appeared to be less significant 
than we had thought earlier. For example, 
at the highest dosage level used, 20-25 
mg/lb/day, there were nine patients treated, 
of whom two were treated for longer than 
10 weeks. Of those nine, one patient was 
found to have a fluorescent lesion six weeks 
after therapy was ended. Of 46 patients 
treated at 10-15 mg/Ilb/day, 7 were treated 
for more than 10 weeks, with one recurrence 


and with the reappearance of a few fluores- - 


cent hairs in one Wood’s-light-negative, cul- 
ture-positive patient when therapy was 
discontinued after 12 weeks. 

This highly individualized patient manage- 
ment, while successful, requires frequent cul- 
tures and frequent clinic visits, and becomes 
impractical when applied to large clinics. 

Another problem arose during the clinical 
study. Although the patients had been care- 
fully selected, not only because of a clinical 
need for therapy, but also on the basis of 
apparent parental reliability, therapy was 
discontinued in some instances because of 
patient failure in keeping appointments 
promptly, because of parents sending their 
children to the clinic alone, or because the pa- 
tient had admittedly failed to take the 
medication regularly. Telephone calls to the 
homes of patients were frequently necessary 
to continuity of therapy and follow-up. 
Clearly, to broaden the scope of the griseo- 
fulvin program to include all tinea capitis 
cases would result in a considerable waste 
of an expensive drug. From the public- 
health viewpoint, the problem of patient 
failure becomes doubly important, since our 
observations indicate that the child least 
likely to maintain continuity of therapy is 
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also the one least likely to maintain personal 
hygiene and to attempt to protect others from 
infection. 

It thus appeared obvious that there is a 
definite need for a regimen which will easily 
separate those cases requiring minimal ther- 
apy from the problem cases, and one which 
will assure treatment for those who would 
not maintain a daily dosage schedule. 


A personal communication from Dr. 


‘Harvey Blank indicating the potential value 


of relatively large single doses of griseo- 
fulvin stimulated the present study. The 
safety of the drug in large doses has been 
indicated by Campbell ? who found oral doses 
up to 30.0 gm/kg. to be nontoxic to small 
animals, and by McNeil Laboratories,® where 
monkeys, dogs, and rats have been fed 2.0 
gm/kg/day for six months without toxicity. 


Material and Methods 


A publicly supported institution composed of 
seven cottages and with a theoretical capacity of 
250 children was serving as a temporary home for 
353 children between the ages of 10 months and 
18 years. 


A Wood's light survey and follow-up cultures 
on all Wood’s-light-positive cases, tinea corporis 
cases, and on those who had Wood’s-light-negative 
patches of scaling, crusting, or broken hairs dis- 
closed 61 cases of tinea capitis and 11 cases of 
tinea corporis. The. incidence of infection by age 
and residence are summarized in Table 2. 


After eliminating from the study children who 
had recently been epilated with x-ray, those who 
presented healing inflammatory tinea capitis, chil- 
dren with tinea corporis but no tinea capitis, 
and children already on daily griseofulvin therapy, 


TABLE 2.—Incidence of Tinea Infection in a Public 
Institution: Distribution of Cases 











Tinea Capitis 
Treated 
with 
Tinea No. Griseo- 
Cottage Age Population Corporis Cases  fulvin 
A 10 mo.-2 yrs. 75 (M & F) 1 16 14 
B 2 14-5 years 71 (M & F) 7 19 14 
C 5-8 years 56(M&F) 1 17 8 
D 8-11 years 41 (M) 2 6 4 
E 11-13 gears 35 (M) 0 3 3 
F 8-13 years 41 (F) 0 0 — 
G & H 13-18 years 34 (M & F) 0 0 — 
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TINEA CAPITIS THERAPY—CHILDREN 


there remained 43 patients for the institution of 
griseofulvin * therapy. Of these, 40 had M. 


It was decided to give the youngest group of 
children, those in the infants’ cottage, a single 
dose of griseofulvin, The remainder were to be 
given two doses at four-week intervals and a 
third dose four weeks after the second if indicated 
by clinical findings. 

Dosage was roughly determined by weight. 
Children weighing less than 25 1b. were given 2.0 
gm., from 25-39 Ib. 3.0 gm., 40-49 lb. 4.0 gm., 
50-59 Ib, 5.0 gm., 60-69 Ib. 6.0 gm., and so on. 
The largest dose given was 8&0 gm. to an 83 Ib. 
boy. 

Complete blood counts were done one week prior 
to the institution of therapy and three weeks after 
the first dose. In the absence of side-reactions 
no further blood counts were done until the 
‘patient was released or until after the third dose. 

To facilitate the administration of the drug, 
the tablets were pulverized and mixed with 1-2 
teaspoons of chocolate syrup and the medication 
spoon-fed. The scalps were not shaved until six 
weeks after the initial dose, with later shaving 
only as indicated in individual cases. 

The group of patients given one dose were 
reexamined with the Wood’s lamp at the seventh 
and ninth weeks afterward and fungus cultures 
done. 

The group given two doses were examined more 
frequently, but the presence of fluorescent hairs 
alone determined whether the third dose was given 
on or after the 56th day. 

Patients who had become Wood’s-light-negative 
and culture-negative eight weeks after the single 
dose or the second dose were presumed to be 
cured. Those who had become Wood’s-light- 
negative but remained culture-positive were con- 
sidered apparently cured but followed further. 
These criteria for cure were based on previous 
experience, in that we had not seen a recurrence 
of fluorescence after the eighth follow-up week 
in patients who had been treated on daily therapy, 
the post-treatment follow-up having been extended 


for periods varying from 8 to 20 weeks in 34 


patients. 


Results 


A. Single Dose.-—Fourteen children were 
treated. Their weights ranged from 1814 to 
30% 1b., the dose 2.0 or 3.0 gm. 


*Griseofulvin supplies furnished by McNeil 
Laboratories, Inc., under the trade name Grifulvin. 
audouini infection, 1 M. canis infection, and 1 T. 
tonsurans infection. One child was infected with 
both M. audouini and T. tonsurans. ` 


Kirk—Miles 


AE i : P = A. A hn Or Sej j 
ENT ee A a A ie Me de’ OS. ari Y “We Re 
-F ye Tt oe ah ye Se ae 4 + ee 
ate ľ y rs am, , a Erish Se qa? 4 PIG DAt. T 
>a rss í Cnt FS E A p é 


Of 13 patients with M. audouini infection, 
6 were cured, 6 remained Wood’s-light-posi- 
tive, and 1 was lost to follow-up. 

One patient with Trichophyton tonsurans 
infection was cured, 

B. Monthly Doses.—Twenty-nine children 
weighed between 2614 and 83 Ib. and were 
given doses of 3.0-8.0 gm. of griseofulvin. 

There were 18 who received two doses 
only and have to date needed no further 
treatment. Of these, 13 M. audouini infec- 
tions and 1 M. canis case were cured. Four 
M. audouini cases were Wood’s-light-nega- 
tive but still had culture-positive stubs and 
debris eight weeks after the second dose. 
Three of these four had negative. cultures 
two weeks later, the fourth, four weeks later. 

Nine M. audouini cases were given a third 
dose of griseofulvin four to seven weeks 
after the second. In two instances new clini- 
cal lesions necessitated continued treatment. 
In the remainder the third dose was given 
because of one to five persistent or recurrent 
fluorescent hairs. : 

The child with mixed T. tonsurans and M. 
audouini infection was given the third dose 
because of dry adherent crusts which con- 
sistently yielded T. tonsurans on culture. He 
had neither fluorescence nor positive cultures 
for M. audouinii after the first dose of 
griseofulvin. 

One patient who was found to have one 
fluorescent hair five weeks after the second 
dose was lost to follow-up immediately 
thereafter. 

` There were very few patients who needed 
the second shaving. In most instances, 
residual or recurrent fluorescence was limited 
to a few isolated hairs and total shaving was 
not required. 

The proportion of children cured by two 
doses at four-week intervals closely parallels 
the results obtained in patients treated 3 to 
+ weeks on other schedules. That 10 of the 
29 patients on the monthly dose schedule 
have required at least three doses of griseo- 
fulvin, and that therapy was thus extended 
for eight weeks or longer, is not particularly 
surprising in view of the extended therapy 
frequently required when the drug was given 
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on a daily basis. Although the follow-up on 
the group given three doses is incomplete, if 
statistical data continue to parallel results of 
daily-dose therapy, a few of these children 
may require a fourth dose and one or two of 
them a fifth dose before complete cure is ob- 
tained. 


Comment 


The use of griseofulvin on the inter- 
mittent-dosage schedule greatly simplified 
the administration of the drug and the 
follow-up in the affected situation. The 
medication was given under direct medical 
supervision and there was no question as to 
whether the patient was receiving the pre- 
scribed dose at the prescribed interval. Only 
the shaving and shampooing were left to the 
regular personnel, and since the scalps were 
shaved only once this was not an insur- 
mountable task, though two full days were 
required for this phase of the operation. 


Accordingly, further trials with monthly- 
dose therapy were later instituted in the 
clinic. One hundred and eighteen patients 
were started on monthly doses calculated on 
the basis of 1.0 gm/10 Ib. of body weight to 
a maximum of 6.0 gm., with a planned 
minimum of two doses. Among this group, 
nausea and vomiting 8-10 hours after inges- 
tion of the drug has been reported in four 
instances to date, in two cases preceded by 
headache or drowsiness. In the first case, 
therapy was continued through three doses 
without further reaction. However, as the 
same pattern was repeated in other children, 
these symptoms were attributed to the drug 


and therapy discontinued or continued at a 


lower dosage level. No hematologic reactions 
have been noted to date. 

It was simultaneously noted that patients 
weighing from 80 to 131 pounds were re- 
sponding favorably to an initial dose of 6.0 
gm. of griseofulvin, and this combination of 
factors had led to the institution of monthly- 
dose therapy calculated on the basis of 0.5 
gm/10 lb. of body weight in an additional 
group. No reaction has been reported to date 
in the 63 patients who have had the initial 
dose. al 
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The potential advantages and disadvan- 
tages of relatively large doses of griseo- 
fulvin at fairly long intervals are obvious. 
The inherent dangers are potential increase 
in the number of toxicity and sensitivity 
reactions and potential increase in drug 
resistance. 

The inherent assets are certainty of inges- 
tion of the drug, the ease of case manage- 
ment, and, where many patients of varied 
educational and cultural background are in- 
volved, conservation of the drug. 

The follow-up on our patients given three 
monthly doses of griseofulvin is incomplete. 
Whether a regimen of monthly therapy alone 
will be universally effective or whether cer- 
tain patients will ultimately require daily 
therapy remains to be seen. And whether 
the patient with the interest and financial 
means for continuing daily therapy is not 
best treated on a daily basis is also a moot 
question. However, it is felt that for those 


situations where patients must be treated in 


large numbers and where little parental 
responsibility and cooperation can be ex- 
pected, the intermittent-dose schedule de- 
serves consideration. 


Summary 


The most consistent and predictable results 
in 153 tinea capitis patients treated with 
griseofulvin at the District of Columbia 
Ringworm Clinic have been obtained by con- 
tinuing therapy until two negative cultures 
taken at weekly intervals were obtained. 
Using this technique the treatment time 
varied from 5 to 15 weeks with an average 
of from 8 to 9 weeks. The largest constant- 
dosage group consisted of 46 patients treated 
on a daily schedule of 10-15 mg/lb. of body 
weight per day, with one recurrence and one 
treatment failure in a patient treated for 12 
weeks. Culture-controlled therapy was also 
successful in patients treated on daily doses 
of 5-10 mg/lb. and 20-25 mg/lb. and in pa- 
tients treated on weekly doses of 20-30 
mg/Ib. and twice weekly doses of 20-30 


mg/lb. 
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TINEA CAPITIS THERAPY—CHILDREN 


This highly individualized control of ther- 
apy, while effective, is somewhat impractical 
when applied to large clinics and to disin- 
terested patients and their families. Con- 
sequently, clinical trials using relatively large 
doses of griseofulvin at infrequent intervals 
have begun. 

Fourteen children, weighing between 1814, 
and 30% lb., were given a single dose of 
2.0-3.0 gm. of griseofulvin. Seven were 
Wood’s-light-negative and culture-negative 
eight weeks thereafter; six were still 
Wood’s-light-positive and one was lost to 
follow-up. 

Twenty-nine children weighing between 
2614 and 83 Ib. were given two doses of 


griseofulvin at four-week intervals in doses - 


ranging from 3.0-8.0 gm. Eighteen were 
cured or apparently cured by the eighth week 
thereafter. 

No side-reactions were encountered in this 
group. Since the study has been extended to 
include an additional 118 cases, 4 instances 
of transitory nausea and vomit have been 
reported. 


The proportion of cures obtained and the 


minor reactions encountered in this study 
suggest that monthly-dose therapy with 
griseofulvin deserves further evaluation and 
should be considered in those situations 
where many children must be treated simul- 
taneously and where continuity of daily ther- 
apy cannot be expected. 


District of Columbia Department of Public 
Health. 
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ABSTRACT OF DISCUSSION 


IrvinG D. Lonpon, M.D., Montgomery, Ala.: 
At the suggestion of Dr. Harvey Blank I tried 
a one-dose, one-day treatment for 20 children with 
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tinea capitis. Because the initial supply of griseo- 
fulvin was limited, the first 14 children treated 
were given 3 gm. (12 tablets) of griseofulvin in 
a 12- to 24-hour period, regardless of age or 
weight. Later six children were treated with 3.5 
to 4.0 gm. in a one-day period. 


The ages of the 20 patients ranged from 16 
months to 10 years. Cultures revealed Micro- 
sporum audouini, Microsporum canis, Trichophyton 
tonsurans, and one case of Microsporum gypseum. 
No local treatment was provided. Although they 
were all instructed to clip the scalp in three 
weeks’ time, many failed to do so. Seventeen of 
the twenty cases were healed clinically and 
culturally within a three to six week period, with 
no further treatment. Blood counts before and 
one week after this single dose were done in only 
a few patients, all being normal. These children 
have been followed from three weeks to five 
months. All have remained clinically well since 
clearing. 

Two of four siblings with Microsporum audouini 
infections of the scalp, all of whom had received 
3 gm. of griseofulvin in one day, were re-treated 
with 4 gm. because of the persistence of fluores- 
cence in both after six weeks. One of these two 
children, age 16 months, had a new lesion on the 
scalp at this time from which cultures were still 
positive. Four weeks later he was seen elsewhere 
and considered to be still positive and put on daily 
therapy of 2 tablets of griseofulvin, 0.5 gm., for 
two weeks, when he was considered cured, 


One other child with a Microsporum canis in- 
fection who lived at a great distance had received 
4 gm. in one day and was re-treated by the patient’s 
mother because of the evident persistence of the 
lesion at three weeks. This child was reported 


healed several months later with no further treat- 


ment. 

Since coming to the meeting, I have learned that 
Dr. Derbes of New Orleans has a similar series 
of patients treated in one dose with 3 gm., which 
he will report this afternoon. 

I might add here that I have also seen one case 
of favus in a youngster aged 6 who had multiple 
areas with alopecia and kerion of four months’ 
duration (Figs. 1 and 2). This child was given 
4 gm. of griseofulvin in a one-day treatment, 
which appeared to produce some drying of the 
pustules during the first two weeks. However, 
later there was an exacerbation of the kerion. It 
was decided to treat him with 500 mg. of griseo- 
fulvin daily, on which he is now doing nicely, 
the lesions involuting gradually and the hair 
growing into the alopecic areas. The kerion cleared 
within two weeks after daily treatment began. 

J. WALTER WILson, Los Angeles: Griseofulvin 
works as well in scalp infections caused by Tricho- 
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Figure 1 


phyton tonsurans as in the Microsporum infections, 
although perhaps a longer dosage may be advisable. 

We began by adjusting the dosage according to 
the child’s weight, calculating on the basis of one 
gram daily for a 130-150 lb. person. It became 
apparent that this is too small a dosage, and 
pediatricians have pointed out that children have 
been long known to need a higher dosage of 
other antibiotics per pound of body weight than 
adults. 

To prevent reinfection we are still recommend- 
ing clipping the scalp hair closely, at least once 
atter uninfected portions of the hairs appear at 
the follicle openings. In lieu of this, perhaps a 
method can be developed of chemically killing all 


214/812 


her 


Pomel ae 


A.M.A ARCHIVES OF DERMATOLOGY 





Irs. 


Figure 2 





fungi in hairs while still attached to the scalp, 
thereby obviating clipping. 

One interesting case of favus has cleared under 
griseofulvin therapy, at least temporarily. This 
patient has been known to me for more than ten 
years. She had then had the infection since early 
childhood, and had been epilated by x-ray three 
times during the early years. Her mother, grand- 
mother, and three sisters had had the disease 
during most of their lifetimes in spite of many 
therapies. She had a child several years ago, a 
girl who became infected within six months. Both 
she and her child are responding well, but it re- 
mains to be seen whether they will become rein- 
fected. 
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The Treatment of Endothrix Trichophyton Infections 


| with Griseofulvin 


JAMES LEWIS PIPKIN, M.D., San Antonio, Texas 


Clinical experiences cited in twelve arti- 
cles +1? published during the past year 
established the therapeutic effectiveness of 
griseofulvin in tinea capitis. The early re- 
ports revealed a paucity of patients with 
Trichophyton endothrix infections so treated. 
This prompted us to enlarge on our pre- 
liminary studies® in which we obtained 
apparent cures in 14 T. tonsurans and 4 
T. violaceum infections of the scalp. 

In our locale, where endothrix Trichophy- 
ton infections have been endemic for many 
years, a large reservoir of catalogued ma- 
terial has been accumulated. Since spon- 
taneous recovery is rare in these infections 
and earlier known treatment has been largely 
ineffective, there was adequate material at 
hand for such a study. 


Clinical Material 


During the past 10 months 64 patients with 
endothrix Trichophyton infections of the scalp, 
skin, and/or nails have been treated with griseo- 
fulvin. Remarks will pertain to only 54 of these 
patients because of inadequate follow-up on 10. 

Of these 54 patients, 49 were infected with 
Trichophyton tonsurans only and two with T. 
violaceum only. Three members of the same family 
had dual infections. Forty-two of our fifty-four 
cases were children with tinea capitis due to T. 
tonsurans. The remainder included eight adult 
women, one adult man, and three adolescents. 

There were 20 Anglo-Americans and 34 Latin- 
Americans. Twelve of the Anglo-Americans and 
all of the Latin-Americans were dark-haired. The 
patients ranged in age from 114 to 72 years. 

Of the eight adult females, three were elderly, 
being over 65 years of age. Six of these eight 
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patients had tinea capitis—one with scalp involve- 
ment only, two with involvement of the scalp 
and glabrous skin, and three with involvement 
of the scalp, skin, and nails. One patient had 
glabrous-skin lesions only and one had onycho- 
mycosis only, 

Fungous infections of the nails were encountered 
in four adult women. We experienced only one 
instance of infection of the toenails due to the 
endothrix Trichophyton, This patient, with a T. 
tonsurans infection of all fingernails, was a beauty 
operator who manicured her toenails with the 
‘same instruments she used on her fingernails. Her 
toenails responded more slowly than the fingernails. 

The one adult man had glabrous skin lesions 
on his arm, cubital fossa, and upper forearm, ac- 
quired by holding his child’s infected head on his 
arm. Two adolescent girls, 13 and 15 years of 
age, with tinea capitis also had glabrous skin 
lesions about the face and neck. Four children 
presented glabrous skin lesions. The lesions in 
these 13 patients were located on the face, neck, 
shoulders, arms, forearms, and hands. 

Two inflammatory lesions, a kerion and a deep 
trichophytic granuloma, both due to T. tonsurans, 
were also treated with griseofulvin to determine 
the effect on the course of this self-limited type 
of infection. 

All scalp infections, with the above two excep- 
tions, were of the noninflammatory type. In seven 
patients, five due to T. tonsurans and two due 
to T. violaceum, the scalp presented the classical 
“black dot” clinical picture. The others presented 
infected stubs and “curls” of hair associated with 
scaling and crusting and occasionally interspersed 
with very few “black dots.” A few patients had 
infections involving only a few hairs in small 
patches scattered over the scalp, while others had 
widespread involvement presenting hundreds of 
infected stubs. 

Most of the scalp infections were of long dura- 
tion and had been continuously treated over periods 
ranging from 6 months to 66 years by topical 
remedies with little or no response. Four of the 
patients had been epilated by roentgen rays with 
failure. One patient had had two complete roent- 
gen epilations and had experienced recurrence 
even though post-epilation treatment of the most 
vigorous type had been diligently carried out. 
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Treatment Regimen 


Dosage and Administration —Griseofulvin * was 
administered orally in the form of 250 mg. cap- 
sules during the early part of the study, later in 
250 mg. and 125 mg. tablets, The dose was based 
roundly on age and weight. Dr. Harvey Blank 
of the University of Miami School of Medicine 
afforded invaluable guidance in regard to dosage 
prior to publication of his therapeutic findings.* 

I. Dose of Griseofulvin—(a) Tinea capitis: 10 
mg. per pound of body weight per day was given 
in divided doses for three, four, or five weeks. 
Usual total dose 12 to 15 gm. (b) Glabrous skin 
lesions responded to above dose in every instance. 
(c) Onychomycosis: no experience, very rare in 
children. 

Adults: (a) Tinea capitis: 750 to 1,000 mg. 
per day was given in divided doses for one or 
two weeks; then 250 mg. t.i.d., continuing for a 
minimum of two to three months. In the light- 
weight adult 500 mg. per day in divided doses is 
probably an adequate maintenance dose. (b) Gla- 
brous skin lesions receive the same dose as does 
tinea capitis. Recurrence of the glabrous skin 
lesions was experienced if the drug was discon- 
tinued before five weeks or if reduced to 250 mg. 
per day. (c) Onychomycosis: Same dose schedule 
as for tinea capitis was set up, but continued in 
500-750 mg, in divided daily doses for 314 to 7 
months, depending upon location of infection and 
age of patient. 

II. Laboratory Routine. 

(a) Mycological diagnosis as to the species of 
fungus was carried out in every case. (b) Wood’s 
light examination was carried out at the initial visit, 
at the third week, and every two weeks thereafter 
in the blond and gray-haired patient. (c) Pre- 
treatment white blood cell and differential count 
ideal but not mandatory. (d) White blood cell and 


‘differential count performed 214 to 3 weeks after 


starting griseofulvin; repeated at the fifth week 
and every two weeks if the drug was continued. 
Such blood work is of special import in the young 
female and the elderly. During the long-term plan 
of griseofulvin therapy for onychomycosis, blood 


_ determinations should be repeated every three or 


four weeks. 

III. Care of the Infected Areas—(a) Scalp: 
(1) Preferable but not compulsory to clip the 
hair initially for convenience, for after-care, and 
for the wearing of the head dress. (2) Scalp and 
hair washed and scrubbed three times a week, A 
cap worn to prevent dissemination of infected 
stubs and/or infected tips of the stubs. (3) Hair 


*Griseofulvin (Grifulvin) was furnished by 


Johnson and Johnson Co. and McNeil Labora- 


tories Inc., through the courtesy of Dr. Gavin 
Hildick-Smith. 
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clipped or reclipped 314 weeks after starting drug 
in order to remove mechanically the infected por- 
tion of the hair. Not absolutely necessary to effect 
a cure but advantageous. (4) After the 314 week 
clipping, triweekly shampooing was continued; 
double-strength Whitfield’s ointment or Upjohn’s 
benzo-salicylic acid compound ointment was ap- 
plied three times a day. (5) Nails: scrubbed daily 
and painted over, around, and under the nails with 
2% tincture of iodine to prevent spread of the 
fungus by scratching. (b) Glabrous skin lesions: 
The keratolytic ointment was vigorously rubbed 
in twice daily during the griseofulvin treatment 
and for six weeks after termination of the anti- 
biotic. (c) Onychomycosis: The nails were painted 
with 2% tincture of iodine during antibiotic ther- 
apy and the diseased distal portion was trimmed 
off after 314 to 6 months. 


IV. Every effort was made to eliminate fomites 
and the patients were advised to avoid infected 
persons. 


Clinical Response 


Itching of the scalp and the glabrous-skin 
lesions in all patients subsided after four 
to six days of treatment with griseofulvin © 
only and disappeared completely in a week 
or two. All glabrous-skin lesions faded in 
five to seven days and disappeared complete- 
ly in one to two weeks. The skin has re- 
mained clear in all the children. 


The response in the kerion and the tricho- 
phytic granuloma was more rapid and the 
usual self-limited course shortened by the 
use of griseofulvin, but it is questionable 
if such extra expense for the antibiotic is 
justifiable in the usual self-limited inflam- 
matory lesion. 


After three to four months of griseoful- 
vin treatment new normal nail was seen 
over the proximal one-half to two-thirds of 
the fingernails in the four cases of onycho- 
mycosis. Treatment was continued for four 
to seven months depending on the location 
of the nail infection and the age of the 
patient. Two such patients are clinically and 
mycologically cured and two are still re- 
ceiving griseofulvin. 

Effect of Local Procedures. — Frequent 
shampooing with brisk scrubbing helped 
to remoye mechanically the infected hair 
tips and the embedded hair fragments in 
the scales and crusts (Table). This also 
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aided in the removal of “black dots.” In 
two instances of tinea capitis in adult 
women with numerous “black dots,” it was 
shown by bilateral comparison that the half 
of the scalp treated by scrubbing and local 
application of the keratolytic ointment, be- 
came free of the infected hair earlier than 
the untreated side. The application of this 
strong keratolytic, softening and peeling 
the epidermis, scales, and crusts, enhance 
the early shedding of these stubs and tips. 
The mechanical removal of the infected 
portion of the hair, by fracturing off during 
the vigorous washing and possibly by the 
keratolytic softening effect, seems to aid in 
securing early clinical and mycological cures, 
especially with the fragile, easily fractured 
endothrix tips, where the hair was almost 
replaced by the endospores. 

The effect of the extra scrubbing as well 
as the application of the keratolytic on ob- 
taining an early cure is intangible and dif- 
ficult to evaluate, as this would vary 
depending on the cooperation of the pa- 
tients. However, since all of our cases were 
private patients, the instructions in regard 
to local care were carried out more thorough- 
ly than in the usual clinic patient. It is our 
opinion that scalps so treated looked better 
clinically earlier and were cured quicker 
than the nonmedicated scalps. 

Three cases of tinea capitis were treated 
and cured by griseofulvin alone without 
clipping the hair or applying any topical 
remedies, or being subjected to extra scrub- 
bing; however, this required 7 to 8 weeks 
in the two children and 14 weeks in the 
adult woman. The first few patients with 
long hair who were treated were adult 
women who objected to the clipping pro- 
cedure, Following this satisfactory response, 
nonclipping was practiced in a total of 16 
patients: 8 children, 2 adolescents, and 6 
adults. Although the hair was not clipped 
at any time during the treatment regimen, 
these were apparently cured by the griseo- 
fulvin therapy with and as well without 
topical treatment. Therefore, it is question- 
able whether clipping is absolutely neces- 
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sary; however, it is probably safer for the 
patient and other members of the household. 


In 34 of the 42 children with tinea capitis 
the hair was clipped at the initial visit and/ 
or after three weeks of griseofulvin therapy. 
Early clipping facilitated the advised wash- 
ing which cleansed the scalp of scales, 
crusts, infected hairs, and fungous elements. 
In seven of these children with clipped 
scalps, one with a kerion and six with non- 
inflammatory stub type of infection, no 
medicinal topical treatment was used. Re- 
clipping or shaving was repeated several 
times. The keratolytic ointment was used 
three times a day on the other 27 children 
with clipped scalps. It is our impression 
that frequent scrubbing and the use of the 
keratolytic speeds up the cure. This is sub- 
stantiated by experiences recorded in the 
Table. In many instances negative mycolog- 
ical findings were obtained earlier in the 
topically medicated scalps than in the non- 
locally-treated ones. 


Mycological Findings 


Early in the study all patients were seen 
at weekly intervals unless some abnormal © 
findings were reflected in the blood studies; 
then the patient was seen every two or 
three days. The infected areas were ex- 
amined under the Wood’s light when so 
indicated and mycological work-ups were 
done on suspected infected stubs of hair 
and on the skin and nails if involved. 


Wood’s Light Findings——The infected 
stubs of hair containing the endothrix or- 
ganisms do not fluoresce in the dark-haired 
individual. In the griseofulvin-treated blond 
or gray-haired patient the infected stubs 
between the second and fourth week under 
the Wood’s light showed a short bluish- 
gray fluorescent positive tip which is of 
diagnostic significance. The uninvolved 
proximal portion of the hair did not fluo- 
resce. The area where the infected and non- 
infected portion of the hair meet is sharply 
demarcated under the Wood’s light, and in 
many instances there is a definite angulation 
of the infected tip, almost like an inverted 
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capital L. This tip frequently breaks off 
leaving only a frazzled, frayed, infected 
fluorescent nub. This was not found in the 
“black dot” clinical type where the hair has 
been practically replaced by the endospores 
as the washing and cleansing fracture off 
the involved nub as it is pushed out of the 
hair follicle. 


In some instances, about the fifth week 
after the initiation of the griseofulvin 
therapy, a scaly fluorescent collar surround- 
ing the hair was observed under the Wood’s 
light. This, at first sight, was thought to be 
a positive fluorescent tip, as it was located 
4 to 8 mm. from the scalp and was fixed 
to the hair. However, microscopic examina- 
tions revealed this to be a collar of scales 
_ which proved to be mycologically negative. 


Microscopic Findings——Under the micro- 
scope at about the 15th day, the griseoful- 
vin-treated infected stub shows a sharp 
line of demarcation between the distal in- 
fected tip and the proximal noninfected 
portion of the hair. The infected portions 
contain spores and mycelia, often showing 
a disintegration near the demarcating zone. 
The endothrix-infected hair frequently 
breaks off at or just distal to this line, leav- 
ing a nub of disintegrated hair containing 
spores and mycelia. Under the treatment 
regimen the stub became KOH-negative 
about the fifth week in the majority of 
instances. Nonmedicated and nonscrubbed 
scalps frequently yielded KOH-positive 
stubs, scales, and scalp scrapings 8, 10, or 
even 12 weeks after starting griseofulvin. 


Cultural Findings.—Culture studies of 
the involved stubs of hair were usually 
positive up to the fourth week of the anti- 
biotic treatment. After the organism had 
been initially isolated from the scalp, cul- 
turing to determine the cure was not started 
until after three weeks of griseofulvin 
therapy. 


The treatment routine in a few children 
yielded negative mycological findings as 
early as the third and fourth week. How- 
ever, in others, and especially in the adults, 
the examinations did not give negative my- 
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TRICHOPHYTON INFECTIONS 


cological results until after 8 to 10 or 12 
weeks. 
This was indeed very variable, depending 


on the luck one experienced in selecting - 


material from the few residual infected 
areas in clinically cured scalps. The early 
establishment of mycological cures was also 
greatly influenced by local care and whether 
or not the regimen was diligently carried out 
to remove the infected portion of the hair 
and scales. The Wood’s light was helpful 
only in eight of the light-haired patients. 


The earliest mycological cures were ob- 
tained in children with clipped scalps which 
were vigorously shampooed and treated fre- 
quently and continuously with the keratolytic 
ointment. Negative mycological findings 
were obtained in some as early as three 
weeks but in the majority at four to five 
weeks after starting the drug. 


Cultures from the glabrous skin often 
became negative at the third to fourth week; 
however, this also varied a great deal, be- 


ing influenced by the chance element in 


selecting areas to be cultured. All glabrous 
skin involvement remained cured with four 
exceptions. Cultures made from the distal 


part of the infected fingernails continued _ 


to yield pathogenic fungi for three to seven 
months. 

Cultures made from material removed 
from under normal nails of adults and chil- 
dren with tinea capitis were positive in 
many instances, yielding the same fungus 
isolated from the scalp. 


Side-Effects 


Undesirable side-effects produced by 
griseofulvin were minimal. No consequential 


symptoms of toxicity were observed on this _ 
conservative dose schedule. Four patients 


complained of discomfort in the epigastric 
region. Six had headaches. One child lost 
her appetite; one became nervous, irritable, 


and had crying spells, and one was troubled © 
with bad dreams and bed-wetting. One ~ 
adolescent complained of dizziness. One ~ 


adult patient experienced a severe urticaria;| 
another, troublesome insomnia. 
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Urine examinations were done weekly 
for the first two months. In the absence 


of abnormal findings, these tests were dis- 


continued to spare expense. 


A blood count was made before treat- 
ment was started and repeated weekly dur- 
ing and after treatment for the first two 
months of this study. In no instance were 
there any significant changes in the hemato- 
crit, red blood cell count, or platelet count. 
The white blood cell and differential counts 
have been continued and will be in the 
future, but not at such frequent intervals. 
White and differential counts were made 
every two to three days if any abnormal 
findings were reflected in the blood studies 
during treatment. 

Nine children and three adult women 
showed a slight depression of the white 
blood cell count and/or an alteration of 
the differential count. In no instance was 
the pretreatment white blood cell count 
lower than 6,500 in any of the griseofulvin- 
treated patients. Pretreatment white blood 
cell counts in the children who experienced 


_ the leukocytic depression ranged from 10,- 


000 to 6,850 cells. During treatment the 
drop of the white blood count ranged from 
2,200 to 5,000 cells, the average drop in 
the nine children being 3,500 white blood 
cells and in the three adult women 3,200. 
The lowest white blood cell level reached 


during treatment with griseofulvin was 


3,000 in a female child and 3,800 in an adult 
woman. There was a definite shift to the 
right in the differential count, with a lym- 
phocytosis resulting in the majority of these 
12 individuals. 


The significance of these variations is 
questionable, as there is considerable vari- 
ation in the white blood counts from time 
to time in the normal individual. However, 
the regular occurrence of these findings at 
the third to fourth week after starting the 
drug, and the behavior of the white and 
differential count after the drug was stopped, 
lend credence to the belief that the drug 
was playing some part in these variations. 
In all the children, with one exception, 
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the white blood cell and differential counts 
promptly returned to normal when the 
drug was stopped. The one young girl 
required three months and an elderly woman 
five months for a return to normal after 
the drug was stopped. 


Two children developed acute infections— 
one an acute otitis media and the other an 
acute respiratory infection. The white blood 
cell count immediately increased to 13,000 
and 14,000, respectively, and the poly- 
morphonuclear-cell count increased from 
19% to 70% in the first case. This would 
indicate that the leukocytic response to infec- 
tion has not been too seriously interfered 
with by griseofulvin treatment. 


Recurrences, Reinfections, and Cures 


Up until the past year, our experience with 
Trichophyton endothrix infections of the 
scalp, skin, and nails forced us to believe that 
recurrences, reinfections, and failures would 
always be a troublesome problem with any 
form of treatment. Griseofulvin has some- 
what altered this opinion. Time alone will 
tell to what extent. 


Recurrences.—Recurrences do occur if the 
patient is inadequately treated with the 
antibiotic. Two adult women had a reap- 
pearance of the glabrous-skin lesions in 


previous involved areas three to four weeks _ 


after the dose of griseofulvin was reduced 
or discontinued. These patients had been 
under treatment for five weeks and had 
received a total of 30 and 32 gm. of the drug, 
respectively. Upon resuming or increasing 
the drug to 500 mg. per day for two months 
these lesions again promptly disappeared and 
both patients have been free of the disease 
for three months. 


Reinfections—Reinfections, either autog- 
enous or exogenous, will probably occur in 
a small percentage of the griseofulvin- 
treated patients unless this drug alters the 
immunological state of the patient. An adult 
woman with onychomycosis and neuroder- 
matitis developed new lesions in areas of 
skin not previously involved when the drug 
was reduceil to 250 mg. a day. Painting the 
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nails frequently with tincture of iodine 

seemed to help prevent the development of 
these new lesions. Another adult woman, 
with T. violaceum infections of the scalp 
and the skin of the face and neck, infected 

her fingertips and adjoining nail by scratch- 
ing her head when the drug was discontinued 
too early. Further treatment with adequate 
doses solved both reinfections. 


Cures.—So far we have established no 
treatment failures in scalp and glabrous-skin 
infections due to T. tonsurans and T. 
violaceum when adequately treated with 
griseofulvin. More time must lapse and more 
mycological studies need to be done before 
we can label our apparent cures as permanent 
ones. Cures can only be established by 
mycological methods, since tinea capitis due 
to these organisms is frequently asympto- 
matic, and in such a dormant state may at 
times be incorrectly considered clinically 
cured. 


In the blond and gray-haired patient the 
Wood’s light was of value in establishing 
the cure, and positive cultures were obtained 
in every instance in the true fluorescent stub. 

Cures in the dark-haired patient were es- 
tablished only by mycological methods. Re- 
moving large amounts of material by the 
dermal curette, sampling many areas over the 
scalp, and implanting this on multiple tubes 
of Sabouraud’s and special antibiotic (acti- 
dione-chloromycetin) media was found to 
be an improved method over culturing a 
few stubs of hair or scales. This multiple 
culturing has been repeated at one- to two- 
week intervals over periods varying from a 
few weeks to several months, and will be 
continued for the next year. However, even 
this method will not quickly ferret out all 
the failures, and time alone will tell. 

In evaluating cure rates it is well to recall 
our experiences with the endothrix Tricho- 
phyton infections treated by roentgen epila- 
tion and followed by the most meticulous 
after-care. In many instances it was six 
months to a year before sufficient symptoms 
developed to suggest a treatment failure. 
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_ENDOTHRIX TRICHOPHYTON INFECTIONS 


Summary 


Observations in the treatment with griseo- 
fulvin of fungous infections of the scalp, 
skin, and nails due to the endothrix Tricho- 
phyton in children, adolescents, and adults 
are reported. The antibiotic was used in 
infections caused by T. tonsurans and T. 
violaceum. Fifty-four patients with fifty-one 
scalp infections, thirteen glabrous-skin in- 
fections, and four instances of onycho- 
mycosis are included in this therapeutic 
study. 

In children the dose was based on weight, 
administered orally usually in divided doses 
of 10 mg. per pound of body weight per day 
for three or four weeks in the majority of 
the scalp infections. The maximum dose 
given any adult was 1 gm. per day. This 
was usually given in divided doses for three 
weeks, then 250 mg. t.i.d. for three or four 
weeks, after which a maintenance dose of 
500 mg. per day divided into two doses was 
given for another one to three months. 
Onychomycosis required four to seven 
months’ treatment for a cure. Two of the 
fingernail infections were apparently cured 
and two are still receiving the antibiotic. 

Scalp and skin infections in the child and 
adolescent were apparently cured in the great 
majority of instances with three, four, or 


five weeks of griseofulvin therapy. Local 


care and topical treatment with frequent 
shampooing proved to be a helpful adjunct 
in obtaining early negative mycological tests. 
In the nonclipped scalps and where no 
topical remedies were used, 8, 10, or 12 
weeks’ time lapse was required after starting 
the griseofulvin therapy before negative cul- 
tures were obtained. Adult tinea capitis re- 
quired five weeks to three months of 
antibiotic therapy to effect a cure. | 
From this experience with griseofulvin in 
the treatment of 54 patients, we feel that the 
response of the endothrix Trichophyton in- 
fections due to T. tonsurans and T. violaceum 
is very satisfactory, yielding an exceedingly 


high percentage of cures, possibly approach-  _ ‘ 


ing 100%. 
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Treatment of Tinea Pedis with Griseofulvin 


COL. GEORGE PRAZAK (MC), U.S. ARMY; 


CAPT. JOHN S. 


FERGUSON (MC), U.S. ARMY; 


CAPT. JAMES E. COMER (MC), U.S. ARMY, and BETTY S. Mc NEIL, Fort Sam Houston, Texas 


Introduction 


Tinea pedis is considered by many to be 
` of relatively minor importance as a source 
of comfort and incapacitation. Although this 
"ordinarily holds true, situations which pre- 
_ vent proper hygiene of the feet can convert 
Kihia disease into an important cause of man- 
-power loss. Perhaps the most provocative 
example of this fact is encountered in a 
review of records of the armed forces 
during the last three prolonged combat situa- 
tions. Therefore, any preparation which can 
control this disease during times of stress 
when normal foot care may be neglected will 
prove to be a modality of great value to 
the civilian population and particularly to 
military personnel. 


The subject of tinea pedis has been 
covered thoroughly by other authors, and 
particularly well by Strauss and Kligman.t 
Our observations of the disease process, 
. causative organisms, and diagnostic pro- 
cedures paralleled their report so closely that 
a complete discussion on these aspects of 
this study would be of little practical value. 
The following facts, however, are worthy of 
stressing : 


1. The KOH preparation, although of 
superior value in the diagnosis of any 
cutaneous mycotic infection, closely parallels 
culture findings when careful cultures are 


~ Submitted for publication Jan. 18, 1960. 
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From the Dermatology Service, Brooke Army 
Hospital, Brooke Army Medical Center, Fort Sam 
Houston (Col. Prazek, Capt. Ferguson, Capt. 
Comer); Mycologist, 4th U.S. Army Medical 
Laboratory, Fort Sam Houston (Miss McNeil). 


taken and cyclohexamide is utilized in the 
isolation media. 

2. Infection with Trichophyton rubrum is 
not infrequently associated with periodic 
vesicular eruptions of the soles, even in those 
individuals manifesting chronic scaling erup- 
tions of the feet. 

3. When one area of the foot is infected, 
be it the soles, nails, or interdigital spaces, 
careful studies will commonly reveal infec- 
tion of the other two areas mentioned. The 
implication of this finding relative to rein- 
fection is apparent. 

4. Fungi may frequently be found on the 
soles in the absence of clinical disease. This © 
is true also of the interdigital spaces, though 
less commonly so. 

5. Recent studies have indicated a shift 
from T. mentagrophytes to T. rubrum as 
the predominant organism isolated from 
cases of tinea pedis. This fact was graph- 
ically illustrated in our study, since T. 
rubrum was isolated in 92% of the cases 
and not infrequently in conjunction with 
either T. mentagrophytes or E. floccosum. 


It is the purpose of this paper to present 
results of the treatment of tinea pedis in a 
group of patients utilizing griseofulvin* by 
the oral route and in others in whom topical 
therapy was combined with oral griseo- 
fulvin. 


Method of Study 


All patients treated had objective evidence of 
tinea pedis, with positive cultures and positive 
KOH preparations, and many also had concomi- 
tant generalized T. rubrum infections, onychomy- 
cosis of the fingernails, or other cutaneous fungus 
infections. ; 


* Griseofulvin, under the trade name Grifulvin, 
was provided by McNeil Laboratories, Inc., Phila- 
delphia. 
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On the first visit patients were questioned rela- 
tive to the disease process per se, treatment (past 
and present), drug sensitivities, past fungus in- 
fections, and similar related subjects. A KOH 
preparation was examined and cultures taken, with 
a complete blood count and urinalysis being 
ordered. Four cultures as well as a KOH prepara- 
tion were taken on each visit, two on a phytone- 
dextrose media containing cycloheximide and 
chloramphenicol * and two on Sabouraud’s dextrose 
agar containing only penicillin and streptomycin. 
Treatment was undertaken only after prior iso- 
lation and identification of a dermatophyte. 


All cultures were reviewed by at least three of 
us (one reviewer being a mycologist) with the 
ultimate identification being based on the micro- 
scopic appearance of reproductive structures. If 
a question arose, specialized techniques were uti- 
lized in identification. On each visit patients were 
cautioned to refrain from the use of topical medi- 
caments unless so instructed. Individual patients 
were followed for varying periods of time ranging 
from two weeks to seven months, 


Treatment of the first 50 cases included in this 
series consisted of oral griseofulvin in tablet form 
utilizing varying dosages. In the remaining 13 


- Cases, topical treatment, in the form of benzoic 


and salicylic acid ointment (Whitfield’s ointment) 
applied to the feet at bedtime and hexachlorophene 
(pHisoHex) soap to cleanse the feet thoroughly 
upon arising, was employed concurrently with the 
oral medication. 


Results were adjudged primarily on the presence 
or absence of organisms as detected by laboratory 
methods. The subjective and objective manifesta- 
tions were considered in the study, but were not 
felt to be as important as the actual elimination 
of the organisms. 


Results of Therapy 


Ninety-two patients were evaluated in this 
study. Of this number, 63 were felt to have 
received adequate treatment and observa- 
tion for inclusion (Table 1). Twenty-five of 
the sixty-three patients were considered 
cured clinically and by laboratory findings. 
Of the cured, nine were patients who re- 
ceived both oral treatment and topical 
application utilizing benzoic and salicylic acid 
ointment and hexachlorophene (Phisohex) 
scrubs. Each of these had been failures on 
oral treatment alone. A total of 13 patients 
have thus far been treated with combined oral 
and topical therapy, and of these 13 the 9 
mentioned above are cured. All patients re- 
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TABLE 1.—Results of Treatment 








Av. Durat. 
No. of of Treat- 
Patients Dosage ment Results 
7 0.25gm. daily 28days Improvement of pruritus _ 
(oral) but no cures 
8 0.5gm. daily 31days Improvement of pruritus & 
(oral) other subject symptoms, 
but no cures 
8 0.75gm. daily 41days Subjective improvement 
(oral) but only two cures. Both 
have recurred.* 
12 1.0 gm. daily 34days 4 cures; 3 recurred after dis- 
(oral) continuing treatment. 
8 20gm. daily 29days 5 cures; 2 cases recurred. 
(oral) 
7 3.0gm.daily 24days 5 cures; higher rates of side- 
(oral) effects; 3 cases recurred. 
13 1.0 gm. daily, 42days 9 cures, 2 recur.t 
i concomitant 
local therapy 
as described 
in text 


eee 

* Not all patients have been followed long enough to ascertain 
whether or not they will have recurrence of symptoms and posi- 
tive cultures. Average time between discontinuance of therapy 
and first evidence of recurrence was 24 days. J 

t Only two patients of this group have been followed for as 
long as one month following cessation of all treatment. These 
two have been found to be reinfected. The remainder of the pa- 
tients cured are being maintained on the topical therapy al- 
though oral griseofulvin has been discontinued. None of this 
latter group have thus far become reinfected. 


ceiving the combined treatment have shown 


much more impressive clinical improvement. _ 


All patients treated with griseofulvin in any 
dosage have responded clinically with marked 


diminution of pruritus and reduction of- 


scaling. 

It might be pointed out, however, that of 
the 29 persons eliminated from the study 
none were cured at the time they were lost 
to follow-up. The average duration of treat- 
ment for those subjects treated though not 
included was 13 days, and each had at least 
one examination during the course of 
therapy. Several patients were seen as long 
as one month following initial therapy, 
though they were not included as it was 
obvious that they were not following instruc- 
tions. No patient who was utilizing the 
combined topical and systemic method has 
yet been lost to follow-up. 

Several points of interest were obvious 
early in this project. The outstanding of 
these was the rapid improvement, and in 
large numbers of cases complete eradication, 
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of subjective symptoms regardless of the 
dosage employed. This was true even in 
those patients in whom scrapings and KOH 
preparations from the feet revealed large 
number of hyphae. Early there was noted a 
peculiar microscopic appearance of hyphae 
after relatively short periods’ of treatment 
with oral griseofulvin (Fig. 1). Also many 
of the associated positive cultures revealed 
a notable morphologic variation from the 
original culture. Another observation was 
the complete clearing of tinea corporis 
lesions (negative scrapings and cultures as 
well as clinical cure) in many patients who 
continued to have viable organisms present 
in the stratum corneum of their feet. 


An observation which followed was the 
direct relationship of cures with the employ- 
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Fig. 1—A, Microscopic appearance of skin scraping showing hyphae under low power 
prior to treatment with oral griseofulvin. B, scraping from same foot after one week of 
treatment with oral griseofulvin (no topical treatment), low power. C, higher power from 
scraping 1-A above, depicting usual appearance of hyphae prior to any treatment. D, higher 
power from 1-B, which vividly illustrates fragmentation, swelling, and decreased number of 
hyphae following treatment. On culture of such a scraping, growth still occurs, though 
colonies generally are slower-growing and restricted. 
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ment of higher dosages (2 to 3 gm. daily). 
Thus on 3 gm. of oral griseofulvin daily the 
chance of eradication of organism was ac- 
complished in a higher percentage of cases 
than with 1 gm. However, the number of 
side-effects increased as well as the number 
of cures, thus making impractical the utiliza- 
tion of high dosages of the drug for pro- 
longed periods. 


Previous studies have indicated that 
Trichophyton rubrum is the most sensitive 
organism, in vitro, to griseofulvin.* In our 
group of patients this organism was isolated 
in 92.1% of the cases. In a significant 
number of cases either Epidermophyton 
floccosum and/or Trichophyton mentagro- 
phytes was present with rubrum. In these 
mixed infections it was noted that E. 
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floccosum was the first organism to disap- 
pear and frequently was eradicated even 
though the remaining dermatophyte per- 
sisted. T. mentagrophytes, on the other 
hand, proved the most difficult to eliminate, 
and in no case was this organism eradicated 
by oral griseofulvin alone. 


The most distressing part of this study 
was the high recurrence rate. By recurrence 
we imply the recrudescence of clinical 
disease in the presence of positive cultures 
and scrapings. Even those patients who 
were apparently completely cured seemed to 
have a potential to recurrence of reinfection 
(in this instance we use the terms reinfec- 
tion and recurrence synonymously). Thus 
it became apparent that oral griseofulvin 
alone, in our hands at least, was not adequate 
in the treatment of tinea pedis. The need 
for a keratolytic agent in many of the cases 
of chronic tinea pedis was evident. Work by 
others in this field had indicated that 
ordinary surface bacteria may in some way 
play a part in the manifestations of cuta- 
neous fungus infections of the feet. With 
these two ideas in mind the topical treat- 
ment outlined previously (benzoic and 
salicylic acid ointment at bedtime and hexa- 
chlorophene upon arising) was employed 
simultaneously with 1 gm. of oral griseoful- 
vin (which in our study represented the 
optimal dosage). This latter method of 
treatment has proven far superior in our 
hands to any method previously employed 


Fig. 2—A, Appearance 
of chronic scaling T. rub- 
rum infection of feet, 
after oral griseofulvin, 
alone, 1 gm. daily for one 
month. B, following one 
month of topical treat- 
ment (see text) combined 
with oral administration. 
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and significantly superior to either top- 
ical or systemic approach when used alone 
(Fig. 2). Although only 13 patients treated 
by this method are included in this study, 
we are currently following others. Of the 
13, nine are cured, only two of whom sub- 
sequently had recurrences. The remainder 
are responding favorably. 

When oral and topical treatment are uti- 
lized simultaneously, the oral preparation 
should be in the form of 250 mg. of gris- 
eofulvin three times daily after meals and 
250 mg. at bedtime for at least three weeks 
and preferably for four weeks. The topical 
medicaments should be employed for no 
shorter a period of time than eight weeks. 
Even then recurrences may be anticipated, 
particularly when either T. rubrum or T. 
mentagrophytes is the responsible organism. 
Until we can discover some manner of sig- 
nificantly altering the immunological status 
of many of these chronically infected 
persons the best we can hope for in the treat- 
ment of tinea pedis is temporary subjective 
relief with a relatively small percentage 
of real cures. These uses of griseo- 
fulvin as a prophylactic measure during 
times of stress for those persons subject 
to severe flare-ups of an incapacitating na- 
ture may well prove to be important in 
later studies. 


Side-Effects 


Fourteen patients manifested significant 
systemic side-effects, and of these, nine 
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were on dosages of 2 gm. daily or higher. 
Only one patient receiving less than 1 gm. 
daily complained of an adverse reaction. 

The most frequent problem encountered 
was gastrointestinal distress, and of five 
such subjects, the drug had to be discon- 
tinued in three. The other two did well 
when the dosage was dropped from 2 gm. 
to 1 gm. daily. Several patients manifested 
more than one type of difficulty, and one 
patient, who initially complained of head- 
ache, epistaxis, and later nausea, developed 
leukopenia (2,900 WBC’s). She was on 1 
gm. of oral griseofulvin daily; in addition 
she was taking sodium liothyronine (for 
hypothyroidism) during the period of 
treatment. Upon withdrawal of griseoful- 
vin and with continuation of sodium liothy- 
ronine, the WBC returned to normal limits 
within two weeks and have remained so for 
three months. 

Of particular interest was one patient 
who developed a typical serum-sickness-like 
picture reminiscent of the reactions seen 
with penicillin. This individual was a 22- 
year-old white man with no known sensi- 
tivities. He was treated with 2 gm. of 
griseofulvin with a resulting cure of his 
tinea pedis. Two months later his symp- 
toms recurred. As he had approximately 
thirty 250 mg. tablets remaining from the 
previous course of therapy, he reinstituted 
oral therapy on his own, taking one tablet 
after each meal. Exactly seven days later 
he awakened with fever and joint pains. 
Several hours later he noted generalized 
urticarial lesions. He discontinued the 
therapy, reporting the following day to our 
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TABLE 2.—Side-E ffects * 
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5 cases: Gastrointestinal distress in the form of nausea, 
vomiting, diarrhea, and abdominal cramping 
Headaches 
Anorexia 
Generalized morbilliform eruption 
Transient albuminuria 
Serum-sickness-like syndrome 
Epistaxis 
Leukopenia tł 


4 cases: 
3 cases: 
2 cases: 
2 cases: 
1 case: 
1 case: 
1 case: 


* A total of 14 patients manifested the listed side-effects. 
+ This patient was being treated with sodium liothyronine 


simultaneously with griseofulvin. Her count did return to nor- _ 


mal levels, however, on discontinuation of the oral griseofulvin, 


ence of T. rubrum on the soles and in the 
interdigital spaces. ) 

The remainder of the adverse systemic 
reactions encountered are summed up in 
Table 2 and should require no explanation. 

A finding worthy of note was the growth 
of Candida albicans on cultures from the 
feet of many patients on prolonged treat- 
ment with oral griseofulvin. This occurred 
in 13 patients during the course of this 
study. Of this number, however, only two 
required treatment, both presenting chronic 
fissuring of several interdigital spaces, C. 
albicans being cultured numerous times be- 
fore specific treatment was instituted. Al- 
though this did not pose a serious threat 
to the use of the drug, in the future we 
anticipate utilizing an anticandida agent in 
the topical preparation. 


Conclusions 


Admittedly this is a small series of pa- 
tients and any conclusions must be viewed 
cautiously. However, it is apparent that in 
the treatment of tinea pedis, oral griseo- 


6: clinic. At that time he presented a general- 
-~ ized urticaria, generalized lymphadenop- 


fulvin used alone, although controlling the 
clinical manifestations, did not result in a 


~ athy, tender joints, marked swelling of the 
feet and hands, and a temperature elevation 
(101.2 F). He was hospitalized and treated 
with topical antipruritics and diphenhydra- 
mine hydrochloride (Benadryl). After four 
days the only remaining effects were nodose 
- painful swellings of the soles and palms. 
These had disappeared at the end of two 
weeks. (It might be added that during his 
hospitalization studies confirmed the pres- 
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high percentage of cures. Even those pa- 
tients cured, but taken off all therapy, 
tended to become reinfected. When topical 
treatment was added, the results were much 
more encouraging. The treatment of choice 
would, therefore, be the combination of a 
topical keratolytic agent, such as benzoic 
and salicylic acid ointment (Whitfield’s 
ointment), and griseofulvin by the oral 
route. The systemic therapy should be at 
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least 1 gm. of griseofulvin daily for no 
_ Shorter duration than four weeks, the topi- 
cal therapy being continued for an addi- 
tional four weeks. The use of an agent such 
me as hexachlorophene, although beneficial, is 
-of less importance. 


ae Dermatology Service, Brooke Army Hospital, 
= Brooke Army Medical Center, Fort Sam Houston, 
a’. Texas. 
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ABSTRACT OF DISCUSSION 


Dr. Donatp M. Putssury, Philadelphia: I 
=~ should like to call attention to a possible reaction 
-to griseofulvin as recorded in the U.S. Air Force 
= Medical Service Digest for October, 1959, volume 
= 10, page 27. This reaction certainly cannot be re- 
_ . garded as fully confirmed, and it is obviously 
rare even if valid. 
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It occurred in a T-33 jet trainer pilot who was _ 


being treated for a ringworm infection of the _ 


feet and toenails. After 30 days of griseofulvin 
in a dose of 2 gm. daily, the pilot noted that his 
judgment was impaired to the point where con- 
scious effort was necessary in the performance of 
tasks which had been routine with him for many 
years. This included some of the reflex movements 
of driving an automobile, and these had been 
noted independently by the patient’s wife. The 
pilot stated that he thought he was doing a very 
poor job of flying his plane, and that extra effort 
was necessary in order to remember the ordinary 
details of starting the engine, taxiing, and take-off. 
This report was of particular interest to my col- 
league, Dr. Walter B. Shelley, because he had 
just returned from a visit to a considerable num- 
ber of Air Force Stations in the Near East and 
in Europe, and during this trip one of his principal 
topics of discussion was griseofulvin therapy. On 
the day I left Philadelphia for this meeting, we 
observed what is apparently a similar combination 


of circumstances. The patient, age 40, had been | 


under treatment for a T. rubrum infection, in a 
dose of 1 gm. of griseofulvin daily for three 
months. Because of rather slow pregress the dose 


was increased to 2 gm. daily, and after three or 


four weeks of such therapy, the patient and his 
wife noted that he began to fumble a good deal 
in carrying out the routine procedures of driving 
an automobile. The patient stated that he had to 
think his movements through carefully in order 
to accomplish them. He reduced the dose of griseo- 
fulvin to 1.25 gm. daily, and the symptoms disap- 
peared. We shall be interested in determining the 
effects of again raising the dose if the patient 
consents. As a result of the publication of the 
case report by the Air Force, some base com- 
manders have placed griseofulvin on the long list 
of drugs which may not be given to rated (opera- 
tional) personnel while they are on active duty. 
I would emphasize again that this reaction, if 
valid, must be quite rare, and I mention it only 
to alert other observers to the possibility. 








Bi, 
Use of Griseofulvin in Office Practice 


_ HAROLD B. LEVIN, M.D.; HERBERT S. ALDEN, M.D., and LIBERO AJELLO, Ph.D., Atlanta 





Reports of the effectiveness of griseoful- 
vin 1+ in the therapy of dermatophyte in- 
fections led to a clinical and mycological 
study of 71 ringworm patients treated with 
this antibiotic. 


Materials and Methods 


From January through September, 1959, the 
patients with ringworm infections who came to 
the private offices of Dr. Levin and Dr. Alden 
were given griseofulvin tablets to be taken orally. 
Dosages ranged from 250 mg. to 1 gm. a day for 
periods of one month to six months. 


The number and types of infection treated were: 
tinea unguium, 9; tinea corporis, 2; tinea pedis, 1; 
various combinations of these, 32, and tinea cap- 
itis, 27. 

Cultures were obtained from all of the patients. 
Primary isolations were made on Sabouraud dex- 
trose agar with cycloheximide (0.5 mg/ml.) and 
chloramphenicol (0.05 mg/ml.).° 


Results 


Clinical response in all patients, regard- 
less of their complaint, was favorable. But 
cure was effected in only 33 (46.5%) of 
the 71 patients (Table). On the basis of 
published reports,?* with higher dosages of 
griseofulvin a substantially greater number 
of patients probably would have been cured, 


Submitted for publication Jan. 18, 1960. 

Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 

Associate in Dermatology, Emory University 
School of Medicine, Consulting Dermatologist, 
Atlanta Regional Office, Veterans Administration 
(Dr. Levin); Clinical Professor Dermatology, 
Emory University School of Medicine, Consulting 
Dermatologist, Atlanta Regional Office, Veterans 
Administration (Dr. Alden); Communicable Dis- 
ease Center, U.S. Public Health Service, Depart- 
ment of Health, Education, and Welfare, Atlanta 
(Dr. Ajello). . 


but the drug was frequently in short supply ii 
and dosages had to be kept at a low level. 





In some cases treatment was. discontinued. 4 4 
Among the 27 cases of tinea capitis, 17 
patients were infected by Microsporum 


canis, the remaining 10 by Microsporum 
audouini. 
were cured with griseofulvin administered 
at dosages of 375 mg. a day to 1 gm. a 
day for periods as short as five weeks and 
as long as four months. Three patients 
underwent marked improvement after one 


month of treatment with 250 mg. of gris- — 3 


Fourteen of the M. canis cases 


eofulvin a day in one case and 500 mg. a 


day in the other two patients. 

Eight of the ten M. audouini cases of 
tinea capitis were cleared with dosages of 
500 mg. to 1 gm. a day, taken for periods 
of two to four months. Two patients 
showed only moderate improvement after 
two months’ treatment with 1 gm. of gris- 
eofulvin taken daily. At the end of that 
time treatment had to be discontinued due 
to exhaustion of the drug supply. 

Seven of the nine patients with tinea 


unguium were infected by Trichophyton — 4 


rubrum, one by Trichophyton mentagro- _ 
phytes, and one by M. canis. Only two of | 
these infections were cleared. One patient, — 


infected with T. rubrum, received a daily 
dosage of 750 mg. of griseofulvin for three 
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months, and the other patient with a T. a 


mentagrophytes infection was treated for 
one month with 750 mg. of the drug a day, 
and with 0.5 gm. a day for the second 


it 
4 
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month. Then treatment was interrupted for- a 


a month and resumed at a dosage of 0.5 — -i 


gm. a day for another month. 


Only one of the two patients with tinea a 


corporis was cured. He cleared after two 
and one-half months of therapy with dos- 
ages that ranged from 250 mg. to 750 mg. 
of griseofulvin a day. 
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Diagnosis 


Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea capitis 
Tinea unguium 
Ea 
Tinea corporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
a 
Tinea corporis 
Tinea unguium 
ae 
Tinea corporis 
Tinea unguium 
“+ 
Tinea corporis 
Tinea unguium 
o 
Tinea corporis 
Tinea unguium 


+ 
Tinea corporis 
Tinea unguium 
+ 
Tinea cerporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
-} 
Tinea corporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
-+ 
Tinea corporis 
Tinea unguium 
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Tinea corporis ! 


Tinea unguium 
+ 

Tinea corporis 

Tinea unguium 
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Etiologic Agent 


M. canis 
M. canis 
M. canis 
M. canis 
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. audouini 
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. rubrum 


. rubrum 


. rubrum 


. rubrum 


. b.i.d., 3 mo. 
. t.i.d., 3 wks. 


. b.i.d., 2 mo. 
. t.i.d., 1 mo. 


. b.i.d., 3 mo. 
. t.i.d., 3 wks. 


. b.i.d., 4 mo. 
. q.i.d., 1 mo. 


T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
T. rubrum 


T. rubrum 


250 mg. b.i.d., 3 mo. 


125 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. g.i.d. 


250 mg. q.i.d. 










Clinical Results 


XXXX * 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXX 
XXX 
XXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 
XXXX 


4 mo. 
5 wks. 
4 mo, 
3 mo. 
1 mo.+ 
1 mo.t 
4 wks. 
4 wks. 
4 wks, 
3 mo. 
3 mo, 
3 mo, 
3 mo. 
3 mo, 
3 mo, 
3 mo. 
3 mo. 
3 mo. 
4 mo. 
4 mo. 
4 mo. 
4 mo. 
2 mo. 
4 mo, 
2 mo.t 
2 mo.ft 
4 mo. 


3 mo. 
3 mo. 
4 mo, 
5 mo, 
4 mo, T 
2 mo.t 

3 mo.f 

4 mo. i 
3 mo.t 


& mo. 
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71 


Tinea corporis 
Tinea unguium 
-H 
Tinea corporis 
Tinea unguium 
-+ 
Tinea corporis 
Tinea unguium 
== 
Tinea corporis 
Tinea unguium 
Ea 
Tinea corporis 
Tinea unguium 
=j 
Tinea corporis 
Tinea unguium 
a 
Tinea corporis 
Tinea unguium 
+ 
Tinea corporis 
Tinea unguium 
of 
Tinea corporis 
Tinea unguium 
-H 
Tinea corporis 
Tinea unguium 
-4 
Tinea corporis 
Tinea unguium 
pa 
Tinea corporis 
Tinea unguium 
-H 
Tinea pedis 
Tinea unguium 
+ 
Tinea pedis 


Tinea unguium 


-+ 
Tinea pedis 
Tinea cruris 

A 
Tinea pedis 
Tinea unguium 
Tinea unguium 
Tinea unguium 
Tinea unguium 
Tinea unguium 


Tinea unguium 
Tinea unguium 
Tinea unguium 


Tinea unguium 


Tinea corporis 


Tinea corporis 


Tinea pedis 





T. rubrum 


T. rubrum 


T. rubrum 


T. rubrum 


T. rubrum 


T. mentagrophytes 


T. mentagrophytes 


T. mentagrophytes 


T. rubrum 


T rubrum 
T. rubrum 
T. rubrum 
T. rubrum 
M. canis 


T. rubrum 
.T. rubrum 


T. mentagrophytes 


T. rubrum 


T. mentagrophytes 


T. rubrum 


T. rubrum 


. è $ 
* Code: X, slight improvement; XX, moderate improvement; XXX, marked improvement; XXXX, cured. 
 tindicates drug discontinued. 





250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg, q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. q.i.d. 


250 mg. b.i.d., 1 mo, 


250 mg. q.i.d. 

250 mg. b.i.d. 

250 mg. t.i.d. 

250 mg. b.i.d. 

250 mg. t.i.d., 2 mo. 
250 mg. b.i.d., 1 mo. 
250 mg. t.i.d., 1 mo. 
250 mg. b.i.d. 

250 mg. b.i.d. 

250 mg. t.i.d., 1 mo. 
250 mg. b.i.d., 1 mo. 
No therapy, 1 mo. 
250 mg. b.i.d., 1 mo. 
250 mg. b.i.d. 

250 mg. t.i.d., 1 wk. 
250 mg. b.i.d., 3 wks. 
250 mg. in d., 2 mo. 
250 mg. t.i.d., 2 wks. 
250 mg. b.i.d., 2 wks. 
250 mg. in d., 1 mo. 
250 mg. b.i.d., 2 wks. 
250 mg. t.i.d., 2 wks. 
250 mg. b.i.d., 5 mo. 


XXX 


XXX 


XXX 


XXX 


XXX 


XXX 


3 mo. 


3 mo. 


3 mo, 


3 mo. 


5 mo, 


3 mo. 
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Fig. 1 (Patient 1).— 
Tinea capitis caused by 
M. canis. Æ, before treat- 
ment; B, 11 weeks after 
treatment with 125 mg. 
of oral griseofulvin t.i.d. ; 
C, before treatment; D, 
11 weeks after treatment. 


The one patient with tinea pedis caused 
by T. rubrum cleared after five and one-half 
months of treatment. He received 750 mg. 
of griseofulvin daily for two weeks and 
then received a dosage of 0.5 gm. a day for 
five months. 

The lowest percentage of cures occurred 
among the patients with combined infec- 
tions: combinations of tinea unguium and 
tinea corporis, or tinea pedis, and tinea 
cruris and tinea pedis. In this category only 
7 of 32 patients were considered cleared. 
A patient with tinea cruris and tinea pedis 
cleared in one month with a daily dosage 
of 500 mg. of griseofulvin, and six pa- 
tients with combined tinea unguium and 
tinea corporis cleared in periods of three 
to five months. Their total drug intake 
ranged from 45 gm. to 75 gm. 

All these data are summarized in the 
Table. 

Undesirable side-effects such as gastro- 
intestinal upset and diarrhea developed in 
six patients. Headache occurred in 12 pa- 





232/830 


A.M.A ARCHIVES OF DERMATOLOGY 





tients, generally during the first week of 
therapy, but this complaint subsided when 
the drug dosage was lowered. 
Administration of griseofulvin had to be 
discontinued in 11 patients because of the 
severity of drug reaction. Among these 
patients were two children, ages 2 and 5, 
who developed high fever during the second 
week of medication (dosage: the 2-year-old 
received 125 mg. b.i.d., the 5-year-old re- 
ceived 125 mg. q.id.). The drug was dis- 
continued and then resumed two weeks 
later. Again fever recurred during the 
second week of therapy. Four adults com- 
plained of such severe headaches that they 
refused to continue treatment (dosage: 250 
mg. q.i.d.). Two patients developed ery- 
thematous papular dermatitis and plaques 
on both legs believed to be “id” reactions. 
This eruption disappeared shortly after the 
drug was discontinued. Three men, ages 
30-54, complained of shortness of breath 
and severe chest pains (dosage: 250 mg. 
q.i.d.). Accordingly, treatment was termi- 


Fig. 2 (Patient 69).— 
Tinea corporis caused by 
T. mentagrophytes. A, be- 
fore treatment; B, after 
four weeks of treatment 
(250 mg. tid. for one 
week, 250 mg. b.id. for 
three weeks). 
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Fig. 3 (Patient 32).—Tinea unguium caused by 
T. rubrum. A, before treatment; B, seven weeks 
after treatment with 250 mg. griseofulvin q.i.d. 
for one month and 250 mg. b.i.d. thereafter. 


A 
nated. Seven of these eleven patient: \were 
veterans receiving disability compensution 
for their chronic dermatophyte infections 
which were service-connected. It became 
obvious that improvement of the infections 
with resultant loss of disability compensa- 
tion was an important factor in the desire 
to discontinue medication by this particular 
group of patients. 


Four patients noted a mild transitory 
exfoliation of skin, particularly about the 
forehead, face, and scalp. This condition 
developed on or about the 7th to 10th day 
of treatment; however, the drug was con- 
tinued with no untoward reactions. 


Comment 


It is our impression that the drug dosages 
used, while adequate for symptomatic relief, 
were inadequate for cure in most instances. 
Office practice did not lend itself to studies 
designed to determine and evaluate opti- 
mum dosages of a drug. ) 


Griseofulvin was effective in promptly 
reducing subjective symptoms. Most of the 
patients with marked pruritus obtained re- 
lief within 48 to 72 hours of treatment. 


The drug is considered to be of rela- 
tively low toxicity. The various side-effects 
noted were of a relatively minor nature and 
should not discourage anyone from using 
this remarkable antibiotic. 


Under office conditions it was difficult 
to determine when cases of tinea'capitis and 


Levin et d. 


Fig. 4 (Patient 64).—Tinea unguium caused by 
M. canis. A, before treatment; B, during treatment 
(eight weeks of therapy with 250 mg. t.i.d. of 
griseofulvin). 


onychomycosis were cured. Microscopic 
examination and cultures are needed to 
determine whether the infections have been 
eradicated. 

In the office, subjective symptoms and 
clinical signs were utilized to determine 
the effect of therapy on the cases of tinea 
corporis. In several instances relapses oc- 
curred shortly after therapy had been dis- 
continued. Repeated scrapings and cultures, 
therefore, are the only reliable basis for 
determining the adequacy of treatment. 


A problem of some concern was the cost 
of the drug to the patient. In some in- 
stances it was impossible to retain patients 
for adequate treatment when the drug was 
no longer furnished free. For some patients 
adequate medication would appear to be a 
major expense for a relatively minor dis- 
ability. 


Summary 


Seventy-one patients with dermatophyte 
infections were treated orally with griseo- 
fulvin. The number and types of infections 
were tinea unguium, 9; tinea corporis, 2; 
tinea pedis, 1; various combinations of 
these, 32, and tinea capitis, 27. Drug dos- 
ages ranged from 250 mg. to 1 gm. a day 
for periods of one month to six months. 


Although clinical response in general was 
favorable, cure was effected in only 33 
(46.5%) of the 71 patients. The clinical 
effect of griseofulvin in each type of infec- 
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tion was described. The drug dosages em- 
ployed were considered adequate to obtain 
symptomatic relief but inadequate for cure 
in most instances. 

Side-effects of a relatively mild nature 
developed in 25 patients. Administration of 
the drug had to be discontinued in 11 pa- 
tients. Their complaints were high fever, 
severe headache, dermatitis, shortness of 
breath, or chest pains. Seven of these eleven 
patients obviously discontinued the drug be- 
cause they desired to maintain their chron- 
ic dermatophyte infection with its resultant 
disability compensation. 

Griseofulvin was effective in providing 
prompt relief of pruritis that occurred 
among many of the patients. 

The problems experienced in the use of 
griseofulvin in private practice were dis- 
cussed. 

The griseofulvin used in this study was obtained 
from the McNeil Laboratories, Inc., Philadelphia 
(Grifulvin), and from the Schering Corporation, 
Bloomfield, N.J. (Fulvicin). 
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The use of trade names does not constitute 
endorsement by the U.S. Public Health Service. 
Permission to treat veterans with the above drug 
does not constitute endorsement by the U.S. Vet- 
erans Administration. 


Suite 212, 1293 Peachtree St., N.E. (9). 
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New Schemes in the Treatment of Dermatophytoses 


with Griseofulvin 


A, GONZALEZ-OCHOA, M.D., and M. AHUMADA-PADILLA, M.D., México, D.F. 


All those who have experimented with 
griseofulvin agree to its great usefulness 
in the treatment of mycoses produced by 
_dermatophytes. Disaccord begins with cri- 
teria concerning toxicity, patterns of treat- 
ment, production of resistance, relapses, 
and its effectiveness in superficial mycoses 
other than dermatophytoses, or in deep 
mycoses. Although this report deals with 
the schemes of treatment in dermatophy- 
toses, we consider it interesting to mention 
that, in our experience with the use of 
griseofulvin in some deep mycoses, it has 
proved useless in four cases of actinomy- 
cotic mycetoma produced by Nocardia 
brasiliensis, and in two cases of chromomy- 
cosis produced by Hormodendrum pedrosot ; 
at the same time, in two cases of sporotri- 
chosis we obtained satisfactory results, com- 
parable in all aspects to those obtained with 
potassium iodide. 


In our first report on the treatment of 
dermatophytoses with griseofulvin,’ basi- 
cally, we followed the schemes of treatment 
of Williams et al.,2 and of Blank and Roth,’ 
as did other workers in this field.** How- 
ever, because of lack of cooperation from 
some of our patients, who did not return 
for further treatment and whom we found 
cured months later, we were led to attempt 
to determine the minimum time of treat- 
ment in which a cure could be obtained, 
whether with the antibiotic alone or, in 


- Submitted for publication Jan. 18, 1960. 
Department of Tropical Dermatology, Institute 
of Public Health and Tropical Dermatology, 
Mexico, f 
Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department of Medicine, 
_ Division of Dermatology, Jackson Memorial Hos- 
. pital, Miami, Fla., Oct. 26-27, 1959. . 
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cases of tinea capitis, using complementary 
measures. The results of these attempts 
constitute the purpose of this report. 


Material and Methods 


Three groups of patients were selected. The first 
group consisted of 21 cases of tinea capitis, the 
second of 7 cases of tinea unguium, and the third 
of 10 cases of tinea glabrosa. Each group included 
patients with variable times of evolution and di- 
verse clinical forms. All cases of tinea capitis 
were due to Trichophyton tonsurans and were de- 
liberately selected for their well-known resistance 
to topical treatment. In such cases our main in- 
terest was scaly tinea (tinea sicca), black dots, 
and folliculitis, more than taking into consideration 
the duration of the lesions. 


In the tinea unguium group, five cases were 
due to T. tonsurans and two to T. rubrum. In 
these patients it was carefully noted when the 
nails were involved in the distal third, two-thirds, 
or totally, and also when the fingernails, toenails, 
or both were attacked. In the tinea glabrosa group, 
using localization and etiological agent as the 
only criteria, the following were observed: one 
case of tinea cruris due to T. tonsurans; one case 
of tinea pedis due to Microsporum canis; eight 
cases of tinea corporis, of which six were due 
to T. tonsurans and one to T. rubrum; the eighth 
was a mixed case of feet and hands due to T. 
mentagrophytes. 


The griseofulvin * was administered at the dose 
of 1 gm. per day for adults, 375 mg. per day 
for children from 2 to 5 years of age, and 500 
mg. for children from 6 to 12 years old; total 
daily dosage was fractionated into three or four 
intakes. Results were controlled clinically and my- 
cologically. 

Duration of treatment with griseofulvin, asso- 
ciation of complementary measures, and time of 


observation varied in each of the groups. In the 
cases of tinea capitis, the drug was given for 5- | 
to 15 days, alone or in association with such 


complementary measures as shaving off the hair, 


* Supplied by ICI, England, through Dr. Davila; 
and by Schering Corporation, U.S.A., through Dr. 
M. Valdés. 
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as logically suggested by Pardo Castellé,‘ a meas- 
ure that we prescribed one week after the begin- 
ning of treatment, or application of a fungicidal + 
and bactericidal t ointment when there was fol- 
liculitis; in all cases, daily washing of the head 
was prescribed. In those cases in which a com- 
plete cure was not obtained, a second treatment 
with griseofulvin was made. The results were 
reported for each month. In the cases of tinea 
unguium, duration of treatment was from 22 to 
90 days, and only in one case was there surgical 
extirpation of the most seriously attacked nail, 
leaving the others as control; the results were 
also reported monthly whenever there was evi- 
dence of change. In the cases with tinea glabrosa, 
administration of the antibiotic varied from 5 to 
15 days; there was no complementary treatment, 
and we did weekly observations. 


Results 


Tinea Capitis—Results as summarized in 
Table 1 proved to be fairly constant. 

Ten days of treatment with griseofulvin 
without the association of other comple- 
mentary therapeutic resources, over a two- 
month period, was not enough to cure two 
cases of tinea capitis with abundant black 





+ Fungicidal ointment: Iodine tint. 10 ml., sali- 
cylic acid 3%, benzoic acid 6%, in hydrous wool 
fat and petrolatum base. 


ł Bactericidal ointment: Vioform 3% 
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A. 
dots (Cases 1 and 2). However, a subse- 
quent treatment of seven days with griseo- 
fulvin associated with shaving of hair was 
sufficient to obtain cure in these patients 
two months later. 

Three patients (Cases 3, 4, and 5) with 
scaly and partially alopecic plaques (tinea 
sicca) but without black dots, were treated 
with griseofulvin, one for 15 days and two 
for 10 days. They were cured in three 
months with no complementary treatment. 

These results led us to follow a 10-day 
treatment with griseofulvin in 10 patients 
(Cases 6 to 15) with tinea capitis includ- 
ing tinea sicca and tinea with black dots. 
In addition to the foregoing, hair shave 
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alone or hair shave and the application of © 


a fungicidal ointment were associated. In 
either case, hair wash was advised. All 
these patients were cured two months later. 

Finally, we decreased the length of treat- 
ment with griseofulvin to eight, seven, and 
six days in cases with varieties of tinea 
sicca, black dots, and tinea with folliculitis, 
using complementary resources (Cases 16 
to 21). Cure was obtained within three 
months in four of these patients (Cases 
17, 18, 19, and 21); in another (Case 16) 
cure was obtained after two months, al- 


TABLE 1.—Tinea Capitis by T. Tonsurans 


2 aaa auauauaaŘŘŮŘŮ—— 


Length Treatment 
Case Clinical Form - with Griseofulvin 
1 Sicca, black dots 7 days, then new 7-day treat. 
2 Sicca, black dots 10 days, then new 7-day treat. 
3 Sicca 15 days 
4 Sicca 10 days 
5 Sieca 10 days 
6 Sieca 10 days 
7 Sieca, black dots 10 days 
8 Sieca 10 days 
Ne Bieca 10 days 
10 Sicca, black dots 10 days 
11 Sicca, black dots 10 days 
12 Sicca, black dots 10 days 
13 Sicca, black dots 10 days 
14 Sicca, black dots 10 days 
15 Sicca, black dots 10 days 
16 Folliculitis 8 days 
17 Folliculitis 7 days 
18 Sieca, short hairs 7 days 
19 Sicca, black dots 7 days 
20 Folliculitis 6 days 
21 Sicea, black dots 6 days 


Control Examination 





Months 
After Cured 


Complement 
Treatment 


None, hair shaved 2 
None, hair shaved 2 
None 3 
None 3 
None z 3 
Fung. oint. 2 
Hair shaved 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Hair shaved, fung. oint. 2 
Fung. & bact. oint. 2 
Fung. & bact. oint. 3 
Fung. oint. 3 
Fung. oint. 3 
Fung. & bacf oint. 5 
Hair shaved, fung. oint. 3 


Alop. remains 
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aa TABLE 2.—Tinea Unguium 
I 
v Control Examination 
oauan 
Length Treatment with Months 
Case Localizat. & Etiol. Agent Griseofulvin After Results 
1 Fingernails T. tonsurans 22 days 6 Cured 
2 Finger & toenails T. tonsurans 30 days 4 Improved 
3 Finger & toenails T. rubrum 40 days 4 Improved 
4 Finger & toenails T. rubrum 45 days 4 Improved 
5 Fingernails T. tonsurans 60 days 6 Cured 
6 Finger & toenails T. tonsurans 90 days 6 Fingernails cured, 
Toenails improved 
7 Fingernails T. tonsurans 38 days; one nail removed, others not. 3 Removed nail cured, 
others improved 





though alopecia persisted; the last, a case 
of folliculitis (Case 20) was given griseo- 
fulvin for six days and cured in five months, 
but residual alopecia persisted. 

The above results suggest that a con- 
venient scheme would be 10 days of treat- 
ment with griseofulvin, associated with 
hair shave, fungicidal ointment and daily 
hair wash. 


Tinea Unguium.—tThe results obtained in 
this dermatophytosis can be observed in 
Table 2. The wide variation makes it im- 
possible to derive a pattern of treatment 
from which to draw more or less constant 
results. If anything, we were able to con- 
firm the assertion of several authors that 
fingernails require a less prolonged treat- 
ment than toenails. Thus, two patients with 
fingernails attacked (Cases 1 and 5) were 


showed only improvement, and this was 
more evident in fingernails. 


Finally, we assumed that surgical ex- 
tirpation of nails, at the start of griseofulvin 
therapy, would be of help in shortening the 
length of treatment. We selected Case 7, 
already mentioned, in which one of the 
nails was removed leaving the others as 
control. Three months later, the removed 
nail had grown healthy, while the rest re- 
mained affected by the disease. Of course, 
one case in which only one of the affected 
nails was removed gives us no authority 
to draw conclusions. 


Tinea Glabrosa.—Ten cases subjected to 
short periods of treatment with griseoful- 
vin are insufficient for drawing any con- 
clusions. However, as in the case of tinea 
unguium, this small group of patients 


cured, one with only 21 days of treatment, 
= the other with 60 days; when checked 


showed a wide variation in results, which 
was more evident among the individual 
cases and in relation to localization of the 
tinea than to etiological agent. Thus, Table 
3 shows that patients subjected to five, 
seven, or eight days of treatment (Cases 1 
to 5) were clinically and mycologically 
cured three weeks later, but, with one ex- 


six months later, neither had had a re- 
lapse. The same was observed in a case 
where both fingernails and toenails were 
affected (Case 6); the antibiotic was given 
for 90 days, and when seen six months 
later the patient was found cured from the 
disease in the fingernails, but the toenails 


only showed improvement. On the other 
hand, a fourth patient (Case 7) with finger- 
nails affected received treatment for 30 
days and showed improvement only after 
three months. The rest of the patients 
in whom both fingernails and toenails were 
involved (Cases 2, 3, and 4) were sub- 
jected to treatment over 30, 40, and 45 
days; when seen six months ater, they 


- Gonzdles-Ochoa—Ahumada-Padilla 





ception (Case 2), they all had a relapse 
within four to six weeks. 


With the extension of treatment to 10 
and 15 days (Cases 6 to 10) better re- 
sults were obtained, as was to be expected. 
All patients were cured with the exception 
of one, and cure had been maintained when 
cases were observed six to eight weeks later. 
The exception was cured in three weeks 
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TABLE 3.—Tinea Glabrosa 


SS ŘŮŮÁ  aaaaaaaaamMŘħĂÁ 


Case Localizat. & Etiol. Agent 

1 Hands T. tonsurans 
2 Groins T. tonsurans 
3 Hands M. canis 

4 Face T. tonsurans 


5 Hands & feet T. mentagrophytes 


6 Face T. tonsurans 

7 Forearms T. tonsurans 

8 Face & forearms T. tonsurans 

9 Hands T. rubrum 
10 Feet M. canis 


after 10 days of treatment, but relapsed 
five weeks later. 


Summary 


In order to find minimal treatment 
schemes with griseofulvin to assure cures 
in different localizations of dermatophyto- 
sis, a study was undertaken in three groups 
of patients: one with tinea capitis, one 
with tinea unguium and one with tinea 
glabrosa. The group with tinea capitis in- 
cluded 21 patients and the disease was 
caused by Trichophyton tonsurans only; 


_ the period of treatment varied from 6 to 


15 days, and there were cases in which 
griseofulvin alone was used, as well as cases 
in which complementary measures were as- 
sociated. The group with tinea unguium 
included seven cases, of which five were 
due to T. tonsurans and two to Tricho- 
phyton rubrum; the patterns of treatment 
varied in length from 22 to 90 days, and 
in one case we removed one diseased nail, 
leaving the others as control. The patients 
with tinea glabrosa included 10 cases: 1 
of tinea cruris, 1 of tinea pedis, 7 of tinea 
corporis, and a mixed case of tinea corporis 
and pedis; etiological agents were: T. 
tonsurans in six cases, T. rubrum in one 
case, Trichophyton mentagrophytes in one 
case, and Microsporum canis in two cases; 
length of treatment was from 5 to 15 days, 
and no complementary measure was used. 
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Control Examination 
Length Treatment. a 


with Griseofulvin Weeks After Results 

5 days 3 Cured 
6 Relapsed 

7 days 6 Cured 
7 days 3 Cured 
5 Relapsed 

7 days 3 Cured 
4 Relapsed 

8 days 3 Cured 
6 Relapsed 

8 days 8 Cured 

10 days 8 Cured 

10 days 3 Cured 
5 Relapsed 

15 days 8 Cured 

15 days 6 Cured 


The results showed some constancy in 
tinea capitis. Ten days of treatment with 
griseofulvin are sufficient for obtaining 


cure in two months at a daily dosage of — 


375 mg. in children 2 to 5 years old, and 
500 mg. for those 6 to 12 years old, plus 
hair shave one week after beginning treat- 
ment together with application of fungicidal 
ointment and daily head wash. 


In tinea unguium, the results varied — 
greatly, and it is not possible to establish — 
any pattern, although it may be noted that 
fingernails require a less prolonged treat- 
ment than toenails. Even in fingernails, we 
observed great variations that ranged from 
complete cure in one case with only 22 
days of treatment to mild improvement after 
45 days of treatment. It seems that the 
surgical extirpation of nails at the be- 
ginning of treatment achieves cure in less 
time. : 

The results obtained in tinea glabrosa _ 
are equally inconstant and they appear to 
be more closely related to the individual 
case and to localization than to etiology. 
The wide variations observed went from 
complete cure in 5 days to cure with relapse 
after 10 days of treatment. 

We can only suggest that 10 days of 
griseofulvin treatment in tinea capitis in 
addition to the complementary measures 
mentioned ‘may achieve cure in two months 
on the average. 
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Comparative Effects of Griseofulvin on Onychamyouss 


and on Psoriasis Unguium 


AARON KAMINSKY, M.D., Buenos Aires, Argentina 


The use of griseofulvin, orally admin- 
istered, in patients with onychomycosis, has 
been the subject of many reports. 

It is well known that, clinically, it is 
sometimes difficult to distinguish onychomy- 
cosis from psoriasis of the nails, for which 
reason we have attempted a clinical trial of 
griseofulvin in some special cases of both 
diseases, and compared their course. 


Methods 


The drug was given in the usual doses de- 
scribed in other reports. The usual toxicity studies, 
including sperm counts, were also done. 

From 262 patients treated with griseofulvin, 
three different types were selected: (1) sixty- 
seven patients with mycotic nail involvement; 
(2) eleven patients with cutaneous and scalp 
psoriasis, as well as nail involvement; (3) two 
patients with simultaneous involvement of nails 
with psoriasis and fungus infection. 


Observations 


In order to compare the course of pso- 
riasis unguium with that of trichophytosis 
of the nails, 11 patients with fungus dis- 
ease were selected at random. These were 
treated and observed concurrently with the 
psoriatic patients. They were all treated 
from four to 6 months. 

1. After four to six months’ treatment 
all the 11 patients with onychomycosis were 
clinically cured. There was one recurrence. 


Submitted for publication Jan. 18, 1960. 
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2. One out of the eleven patients with 
psoriatic changes in the fingernails had a 
complete clearing of his nail involvement, 
at least equal to that in patients with fungus 
disease. It should be noted (a) that he 
had a negative scraping and culture as did 
all the patients of this group; (b) that the 
skin was treated, simultaneously, with 1% 
salicylic acid cream without noticeable 
changes; (c) that the dose was 2.0 gm. per 
day. He started treatment while visiting 





` 
° ooh 


a foreign country, doubling, of his own 


volition, the prescribed 1 gm. daily dose. 

In four patients with psoriasis there was 
no real change in the skin but a considerable 
improvement was registered in their nails. 

In the remaining six psoriatic patients 


there was no change in the course either — 


of their skin or their nail disease. 

3. There were two patients with typical 
psoriasis of the body and nails, but when 
the latter were scraped and cultured for 
fungus, as part of our study, we were sur- 
prised to find mycologic evidence of T. 
rubrum infection. 

Both these patients were treated with 
griseofulvin and their nails cleared com- 


pletely in a period from five to six months. — 
At the samé time their skin and scalp re- — 


mained just as bad as ever. 


Of course, this does not mean that the 
way to heal a psoriatic nail is first to in- 
fect it with Trichophyton and then treat 
it with griseofulvin. 

Insofar as concerns patients with ony- 
chomycosis, the following is an evaluation 
of the results obtained towards the end of 
the first six months’ treatment. 


1. An improvement was registered in all 
cases of onychomycosis. This improvement _ 
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manifests itself (a) around the fourth week 
‘in the cases under continuous treatment ; 
(b) between the fifth and sixth weeks 
when the treatment is carried out in keep- 
ing with the seven-seven pattern (seven 
days’ treatment followed by seven days’ 
rest, and so on); (c) between the sixth 
and seventh weeks with the 7-15 pattern; 
(d) around the sixth week with the 10-20 
pattern. 

=~ 2., Such improvement adopts different 
clinical aspects: (@) an evidently favorable 
aspect of the lesions; (b) an apparent re- 
activation of the disease, in the form of 
scales, a certain amount of nail distortion, 
discoloration, etc—however, a few weeks 
later these manifestations become mani- 
festly better; (c) should there be a fairly 
intense degree of paronychia associated 
with the nail lesions, no immediate response 
is observed towards griseofulvin and, speak- 
ing in general terms, it is necessary to 
await an improvement in the inflamed 
periungual tissue before any benefit can be 
appreciated from the drug; (d) a slower 
response in those nails which have been 
subjected to x-ray treatment (we lack in- 
formation as to what would have been the 
results of griseofulvin combined with 
x-ray treatment, as this was beyond the 
scope of our investigation); (e) the re- 
sponse to griseofulvin is slower in the 
thumb- and big-toenails, as compared with 
those of the rest of the fingers and toes, 
respectively. A shade of difference is also 
appreciable when comparing the response in 
the individual nails of fingers and toes, the 
effects being observed sooner .in the nails 
of the ring and middle finger, and equally 
so in those of the fourth and fifth toes; 
(f) during the healing process certain 
changes take place in the general evolu- 
tion, which are attributed to periungual 
inflammation without objective manifesta- 
tion. This uneven response consists in a 
slowing down of the improvement in some 
of the finger- and toenails with regard to the 
rest of the same hand or foot; (œ) mycotic 
lesions of the palms and soles, as well as of 
the dorsum of hands and feet: disappear 
Kaminsky 


ee iay 


ONYCHOMYCOSIS AND PSORIASIS 


Summary of Results 











Length of 
Treatment 
Percentage of Cures 4 Mo. 6 Mo. 
Fingernails 
100% 26 41 
90 % 15 5 
Under 50% 5 — 
46 46 
Toenails 
100 % — 10 
Over 50% 13 6 
Under 50 % 8 5 
21 21 
67 67 


much sooner than those of the nail them- 
selves. 


3. After four months’ treatment a clinical 
cure was obtained in 26 patients with ony- 
chomycosis of hands, as against none in 
patients with toenail involvement. At the 
end of the same period approximately 1 mm. 
of disease persisted in the distal part of 
fingernails of 15 patients, while in the re- 
maining 5 patients the healthy portion of 
the nail had surpassed the middle mark. 


After six months’ treatment—this being 
a very recent observation—the fingernails of 
41 patients and the toenails of 10 patients 
could be considered clinically cured. 


Conclusions 


If we assume that some cases of psoria- 
sis of the nails did get better because of 
the griseofulvin—and we cannot be sure of 
anything at this early stage—we might then 
speculate on why this could be so. If there 
is some sort of effect of griseofulvin on 
keratin, and especially on hard keratin, we 
must consider hard keratin’s highly concen- 
trated disulphide links, its different sulphur 
content, orientation, and arrangement, etc. 


The probable influence of such intricate 
factors is beyond a simple explanation, and 
matters become even more complicated if 
one recalls the complex structure of griseo- 
fulvin and griseofulvin compounds, whose 
permanganate oxidation gives rise to chlorin- 
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ated salicylic acid which i is partially active 
in parakeratotic processes. 

Further investigations are considered 
worthwhile before a totally negative con- 
clusion can be accepted. 


Summary 


Griseofulvin in our hands was highly 
effective in treating trichophytosis of the 
nails in 67 cases, being a unique method. 

It appeared to have a limited effect in 4 
out of 11 cases of psoriasis of the nails, 
with a good effect in 1 case. 

Two patients with psoriasis were found 
to have an unsuspected Trichophyton ru- 
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brum infection of the fingernails. Treatment 
with griseofulvin cleared their nails but there 
was no change in their skin or scalp. 

We must be very cautious when we speak 
about psoriasis, and I would not like to be 
misinterpreted. By no means do I intend 
to advise griseofulvin as a routine treat- 
ment for psoriasis. 

Only because this meeting has for its 
primary purpose an exchange of informa- 
tion about a new drug, have I ventured to 
report these few clinical experiences. 


— 





Chief of Service (Dermatology), 
Alvear. 














Griseofulvin in the Treatment of Some Deep Mycoses 


F. LATAPÍ, M.D., México, D.F, 


Soon after the first reports on griseoful- 
vin therapy of skin mycoses we began to use 
„this new drug in Mexico. Our results on 
dermatophytoses ” are similar to those of 


Riehl? in Austria. Credit should be given 
to Wilson *° for having predicted this drug, 
as early as 1955, stating his belief that the 
ideal antifungal treatment would be one 


other investigators and they are not the 
-subject of this paper. 

_ The action of griseofulvin on deep my- 
coses was not or scarcely considered in 


which could be administered internally, ex- 
erting its activity from within outward. 


Attention has been called to the fact that 


the early studies, because in in vitro obser- 
vations, Sporotrichum schenckii and other 
fungi were found insensitive.’ As deep 
mycoses are frequent in Mexico we decided, 
however, to study their response to this 
therapy. This paper is a preliminary re- 
port on this matter. 
Griseofulvin, as it is well known, was 
first isolated by Oxford, Raistrick, and 
_ Simonart *° in 1939 as a metabolic product 
from Penicillium griseofulvum. In 1946, 
Brian et al. described a fungistatic “curling- 
factor” obtained from Penicillium janczew- 
skii, and its identity with griseofulvin was 
established by Grove and McGowan ** the 
following year. An antifungal activity of 
this antibiotic against several systemic 
mycotic diseases of plants was discovered 
a few years after.’ The next important 
step was Gentles’ report, in August, 1958, 
on the successful oral treatment of guinea 
pigs experimentally infected with dermato- 
phytes. 
_ The earliest reports on the effectiveness 
of oral griseofulvin therapy in man are 
those by Blank and Roth? in the United 
States, Williams et al.2® in England, and 
Submitted for publication Jan. 18, 1960. 
Professor of Dermatology, University of Mex- 
ico, Department of Dermatology, General Hospital, 
Mexico City, Mexico. 
Presented at the International Symposium on 
Griseofulvin and Dermatomycoses, sponsored by 
the University of Miami Department ¢f Medicine, 


Division of Dermatology, Jackson Memorial Hos- 
pital, Miami, Fla., Oct. 26-27, 1959. 
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the formula of griseofulvin includes chlo- 
rine, which perhaps has something to do 
with the antifungal activity, but it contains 
no nitrogen, so that we would expect few 
reactions and no cross sensitization with 
penicillin.? As a matter of fact, at present 
it appears that griseofulvin is a remark- 
ably well-tolerated drug. 

In Mexico, we had the first news on 
griseofulvin before the ending of 1958 and 
we were able to start this study, thanks to 
Wilson 3t in January, 1959. Our first re- 
sults were presented?! and published 20:2? 
soon after. This paper deals with the clini- 
cal observations on patients we have been 
able to follow during these last 10 months. 


Material and Methods 


This study was carried out from January to 
October, 1959, in the Department of Dermatology 
of the General Hospital and in the Pascua Skin 
Clinic (Centro Dermatologico Pascua) in Mexico 
City. 

Nineteen patients with deep mycoses have been 
treated. These include eight cases of mycetoma, 
eight of sporotrichosis, two of chromoblastomyco- 
sis and one of a deep granulomatous tricophytosis. 


Clinical and laboratory studies, biopsies, and 
cultures were done in all cases, which were fol- 
lowed by adequate controls during treatment. 
Griseofulvin * was given, orally, in daily doses of 
1 to 2 gm. in adults and in smaller doses in chil- 
dren, for one to six months. 


* Supplied by Dr. J. W. Wilson, Los Angeles, 
Calif.; Glaxo Laboratories Ltd., Greenford, Eng- 





land, and Schering Corporation, Bloomfield, N.J. — A 
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Griseofulvin in the Treatment of Some Deep M ycoses 
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Case Age Diagnosis Organism 
1 19 Mycetoma (foot) N. brasiliensis 
2 23 Mycetoma (buttock) N. brasiliensis 
3 45 Mycetoma (foot & groin) S. madurae 
4 49 Mycetoma (back) N. brasiliensis 
5 21 Mycetoma (sternal) N. brasiliensis 
6 32 Mycetoma (leg) N. brasiliensis 
7 35 Mycetoma (back) N. brasiliensis 
8 28 Mycetoma (knee) N. brasiliensis 
9 8 Sporotrichosis (face) 8. schenckii 
10 19 Sporotrichosis (limb) 8. schenckii 
11 44 Sporotrichosis (arm) S. schenckii 
12 37 Sporotrichosis (dissem.) 8. schenckii 
13 33 Sporotrichosis (face) 8. schenckii 
14 25 Sporotrichosis (arm) 8. schenckii 
15 13 Sporotrichosis (face) S. schenckii 
16 11 Sporotrichosis (face) S. schenckii 
17 60 Chromoblastomycosis (limb) H. pedrosoi 
18 45 Chromoblastomycosis (limb) H. pedrosoi 
19 8 Trichophytosis granulomatosa T. tonsurans 


Durat. of Daily Durat. of Total 
Disease Dose Treatment Dosage Results 
3 yrs. 1,000 mg. 5 mo. 150 gm. Clin. cure 
8 yrs. 1,000 mg. 6mo. 180 gm. Clin. cure 
15 yrs. 1.000 mg. 3mo. 90 gm. Init. improve. 
7 yrs. 1,500 mg. 4mo. 180 gm. Init. improve. 
4 yIs. 1,500 mg. 1mo. 45gm. Init. improve. 
8 yrs. 1,500 mg. 14 mo. 67 gm. Init. improve. 
8 yrs. 2,000 mg. 13 mo. 90 gm. Init. improve. 
l yr. 1,500 mg. 1 mo. 45gm. Init. improve. 
3 mo. 500 mg. 22⁄4 mo. 36 gm. Clin. cure 
6 mo. 1,500 mg. 5mo. 225 gm. Clin. cure 
2 mo. 1,500 mg. 4mo. 180 gm. Clin. cure 
3 mo. 1,500 mg. 3 mo. 135gm. Clin. cure 
6 mo. 1,500 mg. 1 mo. 45gm. Init. improve. 
2 mo. 1,500 mg. 1 mo. 45gm. Init. improve. 
4 mo. 1,000 mg. 1mo. 30gm. Init. improve. 
4 mo. 1,000 mg. 1mo. 30 gm. Init. improve. 
20 yrs. 1,500 mg. 2mo. 90 gm. Slight improve. 
3 yrs. 1,500 mg. 1 mo. 45gm. Slight improve. 
8 yrs 500 mg. 2 mo. 30gm. Clin. cure 





Results 


The results of our observations on these 
19 patients are summarized in the Table. 
In this table, the age of the patients, the 
areas involved, and the organisms isolated 
are indicated, as well as the duration of 
the disease before the drug was given. 
Daily dosage, total dosage, and the dura- 
tion of treatment are also indicated. In 
the last column there is a tentative evalua- 
tion of therapeutic results in each case. 

These results have not been uniform on 
account of many factors, such as type of 
mycosis, site and deepness of lesions, dura- 
tion of the disease, and of course, duration 
of the treatment. A brief analysis of the 
response in each case is made in the next 
paragraphs. 


M ycetoma. 

Case 1.—Mycetoma of foot, of three years’ 
duration, without bone lesions. Typical “granules” 
were observed on direct examination, and the 
fungus culture was identified as Nocardia brasilien- 
sis. After a few weeks on griseofulvin a marked 
improvement was observed with reduction of the 
swelling, and during the third month “clinical cure” 
was obtained with closing of the sinuses and heal- 
ing of the ulcers (Fig. 1). Treatment was inter- 
rupted and after one month a slight relapse was 
observed. The patient was given a second course 
of the drug with good results to date. 

Case 2—Mycetoma of buttock, due to N. 
brasiliensis, of eight years’ duration, without bone 
lesions. “Clinical cure” was obtained after three 
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due to 





Nocardia 
(a) swelling of foot with multiple 
ulcerated nodules; (b) “clinical cure” after three 
months on griseofulvin therapy: reduction to nor- 
mal size with healing of ulcers. 


Fig. 1—Mycetoma of foot, 
brasiliensis: 


months on griseofulvin. Treatment has been con- 
tinued during three months more. No relapse as 
yet (Fig. 2). 

Case 3.—Mycetoma of foot, due to Strepto- 
myces madurae, of 15 years’ duration. Secondary 
“metastatic” mycetoma of groin. Advanced bone 
lesions, An initial improvement after several weeks 
on griseofulvin was observed. Treatment was dis- 
continued, 

Case 4.—Mycetoma of back, due to N. brasilien- 
sis, of seven years’ duration. Previous treatment 
on other drugs had brought healing of skin le- 
sions, with persistence of bone and spinal cord 
involvement with paraplegia. After a few weeks 
on griseofulvin therapy a slight improvement of 
neural symptoms was observed. Treatment was 
discontinued. 

Case 5.-“Mycetoma of sternal region, due to 
N. brasiliensis, of four years’ duration, without 
bone lesions. A slight improvement was noted 
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Fig. 2.—Mycetoma of 
buttock (N. brasiliensis) : 
(a) swelling and indura- 
tion with multiple ulcer- 
ated nodules; (b) “clinical 
cure” after three months 
on griseofulvin; the 
whole region is no more 
indurated but soft and 
flabby, with healing of all 
ulcers. 


during the first weeks on griseofulvin. This pa- 
tient did not return for follow-up examination 
after the first month. 

Case 6—Mycetoma of leg, due to N. brasilien- 
sis, eight years’ duration, without bone lesions. 





Fig. 3—Mycetoma of leg (N. brasiliensis): (a) 
before treatment; (b) an initial improvement is 
observed after one month and a half on griseo- 
fulvin therapy. 


After one month and a half on griseofulvin, a 
frank improvement could be observed. The patient 
is still on treatment (Fig. 3). è 


CAsE 7.—Mycetoma of back, due to N. brasilien- 





Latapi A 





After one month and a half on a daily dose of 
2 gm. of griseofulvin, a marked improvement was 
observed. Patient is still on treatment (Fig. 4). 

Case 8.—Mycetoma of knee, due to N. brasilien- 
Sis, one year’s duration, without bone lesions, After 
one month on griseofulvin, evaluation of thera- 
peutic response is not yet possible. 

Mycological Studies: In all cases of my- 
cetoma, typical “granules” were found by 
direct examination, and fungi were identi- 
fied by routine cultures (Fig. 5). 

Sporotrichosis. 

CASE 9—Sporotrichosis of face (lymphangitic), 
due to Sporotricum schenckii, of three months’ 
duration, in a boy 8 years old. “Clinical cure” was 
observed after four weeks on griseofulvin therapy 
(0.5 gm. daily). The drug was given for six 
weeks more, and then treatment was interrupted. 
Four months later no relapse has been observed 
(Fig. 6). 

Case 10.—Sporotrichosis of lower limb (lym- 
phangitic), of six months’ duration. “Clinical cure” 
at the end of third month on griseofulvin therapy. 
Treatment has been given during two months 
more. No apparent relapse as yet (Fig. 7). 

Case 11.—Sporotrichosis of upper limb (lym- 
phangitic), of two months’ duration. “Clinical 
cure” after four months on griseofulvin therapy. 


Fig. 4—Mycetoma of 
back (N. brasiliensis) : 
(a) before treatment; (b) 
a reduction of the infil- 
tration and the healing of 
several ulcers are ob- 
served after one month 
and a half on griseoful- 
vin therapy. 
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Fig. 5 (Case 2).—Mycological findings: (a) 
“granule” as observed by direct examination; (b) 
typical colony of Nocardia brasiliensis, 3 weeks 
old, in glucose agar. 


Fig. 6 —Sporotrichosis 
of face: (a) primary le- 
sion and lymphangitic 


gummae; (b) “clinical 


cure’ after four weeks 
on griseofulvin therapy. 
(From Latapi, F.» La- 
valle, P.; Novales, T., and 
Ortiz, Y. Dermatologia 


Rev. Mex. 3:34, 1959.) 


CASE 12 


(upper limb) and secondarily disseminated by the 


Sporotrichosis, primarily lymphangitic 


blood stream, of three months’ duration. Because 
of the penile location of one of the lesions, plus 
a false positive serological reaction, the case had 
been another with 


penicillin, of course with- 


treated as syphilis in clinic 


several million units of 


out improvement. Cultures from all the lesions 





Fig. 7—Sporotrichosis of lower limb: (a) be- 
tore treatment; (b) “clinical cure” after three 
months on griseofulvin therapy. 
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were positive for S. schenckii. “Clinical cure” was 
observed after three months on griseofulvin ther- 
apy (1.5 gm. daily) (Fig. 8). 

Cases 13 and 14.—Sporotrichosis of face (Case 
13) and of upper limb (Case 14). They have been 
treated tor a short time. No evaluation possible to 
date. 

Cases 15 and 16.—Sporotrichosis of face (both 
cases). Slight improvement after a few weeks. 
Studies: In all 
sporotrichosis, intradermal test was positive 


Mycological cases of 
and diagnosis always confirmed by identifi- 
cation of typical cultures of S. 
(Fig. 9). 


schenckil 





Fig. 8.—Sporotrichosis, primarily lymphangitic 
and secondarily disseminated: (a) typical nodules 
on upper limb; (b) one of the disseminated le- 
sions, located on the penis; (c) “clinical clearing” 
after three months on griseofulvin; (d) the penile 
lesion is completely healed after treatment. 
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dings: (a) 
positive intradermal test (48 hours); (b) typical 
colony of Sporotricum schenckii, three weeks, glu- 


> 


cose agar. (From Latapi, F.; Lavalle, P.; Novales, 
J., and Ortiz, Y.: Dermatologia Rev. Mex. 3:34, 
1959.) 


Chromoblastomycosis. 

‘ Case 17.—Chromoblastomycosis of lower limb 
with multiple lesions, of 20 years’ duration, due 
to Hormodendrum pedrosoi, After two months on 
griseofulvin therapy a slight improvement was 
observed. 

Case 18—Chromoblastomycosis of lower and 
upper limb, of three years’ duration, due to H. 
pedrosoi. Treatment was given for scarcely one 
month and evaluation is not possible, 


Mycological Studies: In these two cases 
the characteristic brown splitting cells were 
found by direct examination of crusts and 
by study of histopathologic slides. H. 
pedrosoi was identified by routine cultures. 


Deep Granulomatous Tricophytosis. 

Case 19.—Girl, 8 years old, had been suffering 
since a few days after birth of a strange and 
persistent skin disease. She had been submitted 
to various treatment without improvement. After 
an exhaustive study a diagnosis of tinea uni- 
versalis was made. Actually, all skin was involved 
as well as hair and nails. A number of deep 
infiltrated plaques were present too. Tricophyton 
tonsurans was identified by cultures from the ma- 
terial from many lesions. Mycelia were found by 
biopsy and special stains in the epidermis as well 
as in the dermis among cells of granuloma for- 
mations, and inside giant cells. On this basis a 
supplementary diagnosis of tricophytosis granulo- 
matosa was made.” This special case was the first 
we treated in Mexico with griseofulvin, and it is 
in many ways similar to the first case that was 
treated in the United States by Blank et al.* with 
this drug. 

After a few days on griseofulvin (0.5 daily), 
striking changes were observed in skin lesions. 
The drug was given for a period of two months, 
and then interrupted. Healing of all lesions as 
well as growing of hair and nails (four months 


Latapi 


Fig. 10.—Generalized and granulomatous tricho- 
phytosis (T. tonsurans): (a) disseminated super- 
ficial and deep lesions; (b) the same—on one of 
the hands a marked infiltration of middle finger 
and involvement of nails can be observed; (c) 
“clinical cure” after two months on griseofulvin 
therapy; (d) persistence of cure with almost nor- 
mal nails after two months of interruption of 
treatment. “Therapeutic paradox” on middle finger. 


after the beginning of therapy) were observed. 
“Clinical cure” persists to date, though scars and 
atrophic sequelae of this long process can be ob- 


served too (Figs. 10 and 11). 


Fig. 11 (Case 19).—Mycological findings: (a) 
granuloma with some of the hyphae partially in- 
cluded in giant cells (from Beirana, L., and 
Novales, J.: Dermatologia Rev. Mex. 3:4, 1959); 
(b) typical colony of T. tonsurans, three weeks, 
glucose agar. 
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Side-Effects: 
were observed during the treatment of these 
19 patients, even in the few cases in which 
daily doses of 1.5 or 2 gm. were given. 


Comment 


As a matter of fact every known skin 
mycosis has been found in Mexico, and this 
explains the growing interest among der- 
matologists in this group of diseases. Deep 
mycoses we encounter more frequently are 
sporotrichosis and mycetoma due to Nocar- 
dia brasiliensis. This study has dealt espe- 
cially with these two ailments. 


Mycetoma.—This fungus disease has been 
more studied and better known in our 


_country during the last years.!S Medical 


treatment was rather poor and amputation 
was usually done by surgeons in advanced 
cases until the year of 1947, when we began 
to try sulfones 1°15 in the Department of 
Dermatology of the General Hospital in 
Mexico City on the basis of the biological 
similarity between M. leprae and the 
Actinomycetaceae. Our results were fair 
and even very good in early cases, and they 
have been confirmed by Arnold,! Maria 
Garcia,#® Gonzalez-Ochoa et al., and other 
workers. Later on, we demonstrated, too, 
the effectiveness, in some cases, of isonia- 
zid 1®17 and dihydrostreptomycin.1§ 


In spite of the above mentioned advances, 
treatment of mycetoma is still a problem 
because of the slow action of present ther- 
apy. Moreover, when bones become much 
involved, medical treatment of any kind is 
of no use. On account of this situation 
we had special interest to try a drug such 
as griseofulvin, following the suggestion of 
Wilson,*! who stated that in this deep my- 
cosis “hyphae do exist? as well as in der- 
matophytoses. 

According to our observations, “clinical 
cure” was attained in some of our cases 
without bone lesions, after a few months 


of griseofulvin therapy. In a second group 


of cases, an initial improvement was ob- 





served after a short course of therapy. In 
the third group, which included advanced 
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cases with bone involvement, Pihi response, 
as expected, has not beer E Eaton, We 
have the feeling that in the first group the 
favorable results have been better, perhaps, 
and certainly more rapid than in patients 
treated with sulfones. 

In Mexico, Lavalle ?t has reported ee 
results in another case of mycetoma treated — 
with griseofulvin. | 

Sporotrichosis. — This well-known deep | 
mycosis, which has in Mexico some special — 
clinical features,!® has been treated for years — 
with oral potassium iodide with excellent — 
results. This part of our study on th 







purpose more than with a practical one. 

Actually, the good results we are report- 
ing have been a surprise to us. In many of © 
the cases, after a few days of griseofulvin 
therapy, clearing of primary lesions as well 
as of lymphangitic nodules have been evi- 
dent. “Clinical cure” has even been attained 
in some of them. In a group of these © 
cases, treatment has been continued, and — 
in a second one, therapy has been inter- — 
rupted. In none of them has relapse been — 
observed as yet. 

Chromoblastemycosis.—It is considered as 
the most superficial and benign of deep 
mycoses. However, it is not uniformly 
amenable to any known kind of therapy. 
In small lesions, surgery and electrosurgery 
are perhaps the best measures. X-ray ther- 
apy has been advocated too, as useful in 
these cases. YE 

In more extensive cases, things are more 
difficult. Potassium iodide has been a fail- | 
ure, and calciferol was first used by Castro- 5 
Palomino and Armenteros in 1941, in 
combination with other measures. The 
first one to try calciferol alone with ex- 
cellent results was Obdulia Rodriguez ?S in 
Mexico, in 1952. This was confirmed later 
on by Bonilla.* Bopp has strongly advo- 
cated the use of this drug. However, in 
our experience, calciferol is not a final solu- 
tion for eyery case of chromoblastomycosis, 
and we decided it was worthwhile to try 
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The frst report Gol lai matter by Pardo- 
i Castelló has been ag pessimistic.2* We 

have treated only two cases to date and 
for a short period, so we are not able to 
_ make an evaluation, in spite of an apparent 
_and slight improvement in one of the cases. 
Deep Granulomatous Trico phytosis.— 
_ These cases are rather uncommon and they 
“are produced generally by T. rubrum and 
_T. verrucosum. Up to date they were re- 
sistant to our therapeutic measures. The 
excellent response to griseofulvin therapy 

ve found in our case seems very interest- 
ing and is quite similar to the case we 
have mentioned before, reported by Blank 
ah? 









Summary and Conclusions 


Griseofulvin has been tried in 19 cases 
of deep mycoses for a period of one to 
six months. 

Response was excellent (clinical cure) or 
good in several cases of sporotrichosis. The 
drug is not recommended, however, as a 
practical substitute for classical potassium 
iodide therapy in every case. 

Results have been very favorable too, in 
cases of mycetoma due to Nocardia 
brasiliensis, perhaps better than those ob- 
tained by present sulfone therapy (cases 
without bone lesions). 

Activity of griseofulvin seems rather poor 
to date in cases of chromoblastomycosis. 

One case of deep granulomatous trico- 

_phytosis has attained apparent complete cure 
with griseofulvin. 
_ These first observations are interesting 
but more studies are necessary, for a defini- 
tive appraisal of the effectiveness of griseo- 
fulvin on these and other deep mycoses. 
_ Dr. P. Lavalle, Dr. L. Beirana, and Miss Angeles 
Huerta did most of the mycological studies; Dr. 
Josefa Novales studied the biopsies. We are 


especially indebted to Miss Yolanda Ortiz for her 
help in all this work. 


San Bernardino 3-B, Mexico City (12). 
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Effect of Griseofulvin on Trichophyton Rubrum and 
_ Trichophyton Violaceum Infections 


Clinicomycological Correlation of the Mode of Action in Tissues 


SHARAT C. DESAI, M.D., D.V.D. (Bom.), Bombay, India 
With Technical Assistance of Miss M. L. A. Bhat, B.Sc. (Bom.), and Mr. V. D. Choksi, B.Sc. (Bom.) 


Introduction 


Griseofulvin has been described as a 
fungistatic agent in vitro. Subsequently, 
the favorable clinical response of the der- 
matomycosis in animals #8 and humans has 
been mentioned in preliminary clinical 

trials..?° Harvey Blank’s study on the 
viability of a pathogenic fungus after sus- 
pending a culture in griseofulvin medium 
for 15 days was a phenomenon to be reck- 
oned with and has to be explained.! The 
other relevant item of practical importance 
in treatment is the mode of effect of the 
drug. It brings about distortion and turgid- 
ity of hyphae, due to the “‘cell-wall effect.” 
The action of the antibiotic is essentially lo- 
cal and by contact. That no diffusion takes 
place through the hyphae is clear from the 
fact that hyphae contiguous to the inhibited 
zone in culture but themselves not in contact 
with griseofulvin, develop normally.?° 
Hence, in this study, besides the evaluation 
of various dosage schedules of the drug, 
| it was intended to correlate the clinicomyco- 
gical events occurring in the skin after 
- griseofulvin administration. "Since it is 
_ mentioned that the drug i is fungistatic and 
on ‘not fungicidal, the aim was to find out the 
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changes brought about by the fungus in 
vivo, its ultimate fate, and to note in what iy 
way it explained the favorable changes in 
the symptomatology of the dermatomy- 
coses. 


Material and Methods 


Clinical Study—Twenty-two cases of Tricho- 
phyton rubrum and six cases of Trichophyton 
violaceum were treated. Dosage schedules employed 
were on a body weight basis as follows: ar 

5 mg/lb. per day 6 cases i 

5 mg/lb. on alternate days 5 cases 

7 mg/lb. per day 11 cases 

10 mg/Ib. per day (for retreatment) 7 cases ;: 
The duration of treatment was variable in the- Bi 
first two groups and was kept at a fixed period 
of 30 days in the retreatment group, as in our 
preliminary experience the shorter administration | a: 
of the drug, up to 20 days for T. rubrum infec- 
tions, was found inadequate.? The time of disap- 
pearance of erythema, itching, and infiltration was 
noted in every patient. The skin was inspected on 
alternate days for evidences of resistant foci 
which could be felt by palpation. The patients 
always pointed out these lesions, and one of wie 
named these as “live-nodules.” 


Mycological Study.—1. Direct examinations were FA 


3+ 


made and cultures taken on alternate days for two 
weeks in the first batch of patients. After pre- al . 
liminary experience, the frequency was reduced to 
twice a week and then once a week. In direct A : 
examination, the time of appearance of the “griseo- oat 
fulvin effect” on the mycelial and spore phase of 
the pathogens was looked for. X: 
2. Morphological and microscopic examinations 
of cultures obtained during therapy were under- 
taken to note any visible changes in the species. 
3. Nutritional studies of growth requirements of — 
T. rubrum were carried out on vitamin-free casein, 
casein -+ thiamine, casein + inositol, casein -+ thia- 
mine + inositol, and ammonium nitrate agar media 
as advocated by Georg.® These studies were carried — 
out on tig isolates obtained before treatment. These, 
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A.M.A ARCHIVES OF DERMATOLOGY | 


-TABLE 1—Griseofulvin Therapy (T. Rubrum Infections) 


Clinical Results Mycological Results 
a 
i Durat. of Resist. 
No. of Treatm., Nodules Culture Neg. Spore Pos. 
Dose Cases Days Satisf. or Nails (90 Days) (90 Days) Recurrence 
Skin 
5 mg/lb. daily 6 Over 30 4 1 Nails 1 
1 Nodules 
10 ll 
Alternate days 5 10-30 4 1 Nodules 1 
7 mg/lb. per day 9 15-20 6 3 Nodules 4 
7 11 
2 90 1 1 Nails 
(Onychomycosis) 
Retreatment: 
10 mg/lb. per day 7 30 6 1 Nails 7 7 1 





were compared with the positive post-treatment 
cultures whenever obtained, to note if T. rubrum, 
which is an autotrophic organism, became deficient 
due to the effect of griseofulvin and required any 
of the above-mentioned proteins and vitamins for 
growth. Another reason for doing these tests was 
to confirm the nutritional status of the species ob- 


tained in India, as there were no such previous: 


reports, 

4. Pathogenicity experiments with species iso- 
lated at various phases of griseofulvin therapy 
were done by inoculations on the forearms of 12 
patients eight days after termination of griseo- 
fulvin therapy. The aim of this experiment was 
to find out if the skin of the patients had become 
“resistant” to infection subsequent to therapy, and 
to note the duration of the drug effect. It was 
also felt that this would reveal if the isolates 
obtained during griseofulvin therapy were changed 
in their pathogenicity. 

5. Biopsies before treatment and from resistant 
nodules were taken and stained with periodic acid- 
Schiff to note the appearance and depth of pene- 
tration by the “tissue phase” of the fungus. 


Results 


T. Rubrum Infections —The summary of 
results of the above dosage schedules are 
presented in Table 1. 


Clinical Results: The initial clinical im- 
provement in all cases occurred in a dra- 
matic fashion within the first 8 to 15 days 
with all the dosage schedules. Itching was 
reduced within 24 hours by more than 50% 
in the majority of cases. However, milder 
types of itching in isolated areas remained 
in 11 cases for variable periods. In some 
patients this was observed on two to three 
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palpable follicular nodules which proved 
resistant in spite of the clinical subsidence 
of lesions in other areas. Mild inflamma- 
tory erythema and edema which usually ac- 
companied the lesions subsided between the 
fifth and eighth days. Infiltrative areas 
which could be palpated became smooth 
within 10 days over the major portion of 
the diseased sites. However, a few active 
nodules remained in eight patients. In four 
patients on a 5 mg/lb. basis they remained 
even after a period of 30 days. In three 
patients out of these, they subsided with the 
increased dose of 10 mg/Ib. per day. The 
nails were involved in three patients. They 
healed completely in a satisfactory manner 
in the first patient, with replacement of 
normal nails, and required 102 days to 
grow. In the second patient, on a 7 mg/Ib. 
schedule, all the diseased nails did not im- 
prove evenly up to the 90th day. In this 
patient two nails improved very slowly, and 
three others did not improve at all (Fig. 1). 
The third patient, who was on a 10 mg/Ib. 
dosage, has shown very slow improvement 
so far. These cases clearly demonstrate 
that besides the effect of griseofulvin, the 
rate of growth of epidermal structures will 
also play a prominent role in the final re- 
sult. The growth rate of the epidermal 
keratin in different areas of the same pa- 
tient can also be unequal. In our previous 
report? it was mentioned that this fact may 
be the reason for the resistant foci in the 
skin. $ 
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Fig. 1—vVariation of growth rate of nails. Four 
nails improved while three failed to regrow even 
up to 57 days of treatment. 


Recurrences and Drug Resistance: Se- 
vere generalized recurrences occurred in 
two patients on a 5 mg/lb. per day sched- 
ule and in four patients on a 7 mg/Ib. per 
day schedule after stoppage of treatment. 
The recurrences were seen as early as the 
third day after termination of treatment and 
as late as one month. It is felt that the 
recurrences were due to insufficient dosage 
in the former group and shorter adminis- 
tration (up to 20 days only) in the latter 
group. The possibility of development of 
drug resistance cannot be ruled out com- 
pletely, as illustrated by the following two 
cases. The first was a case of a boy who 
was on a schedule of 5 mg/Ib. on alternate 
days. He was improving in a satisfactory 
manner with subsidence of lesions in eight 
days. He developed a few active nodules 
5 days after stopping treatment, and sub- 
sequently received 5 mg/lb. per day for 20 
days. On stoppage of the retreatment he 
developed recurrences on most of the pre- 
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Fig. 2—Recurrence of lesions four days after 
termination of treatment. 


viously healed areas within four days 
(Fig. 2). Another patient, a woman aged 
35 years, was treated for 20 days on 7 
mg/Ib. per day with satisfactory healing of 
all the lesions. She developed a generalized 
recurrence on the 3lst day after stopping 
treatment, and did not respond satisfacto- 
rily to retreatment for 30 days on 10 mg/Ib. 
per day. The resistance to retreatment of 
these patients may have been due to the 
organism developing resistance owing to 
insufficient treatment, or to inadequate sat- 
uration of the drug in the keratin. 


Mycological Results: 

Direct Examination. In our experience 
the results of the routine examination of 
scrapings in KOH mounts proved very 
instructive and more useful in controlling 
the treatment than cultures. The hyphae 
were seen breaking up, between the second 


Fig. 3—Demonstration of the effect of 
griseofulvin on fungus morphology of skin 
in vivo (scrapings examined in 10% KOH). 
(a) Swollen hyphal tips are shown; (b) 
normal hypha showing no effect (probably 
griseofulvin did not come into contact in 


some areas); (c) normal spores; (d) bud- 
ding spores. 
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and fifth day, into bits of abnormally 
swollen hyphae. Some of these had a “favi- 
form” appearance due to two to three 
swollen bulbous distorted bits sticking to- 
gether. Later, after about the 10th day, 
almost all the patient’s skin scrapings 
started showing nonbudding and budding 
yeast-like spores. The size of the latter was 
larger than the cells of Candida albicans 
(Fig. 3). In all the patients, the spore form 
persisted till the 90th day of observation in 
varying quantities. I had drawn attention 
to these phenomena in the report mentioned 
In some patients the swollen 
“faviform” spores were preponderant while 
in others the budding forms were in large 
numbers. Only budding forms were seen 
at the end of the observation period in 10 
patients who had no clinical lesions. Favi- 
form hyphae and large spores were ob- 
served in 11 cases, of which 5 had severe 
recurrences. The other six cases in this 
group did not show active lesions but con- 
tinued to show rough, slightly palpable in- 
distinct areas at the previous sites of 
disease, even during prolonged therapy. It 
is Our impression that the faviform appear- 
ance either represents insufficient “tissue 
dosage” of griseofulvin, or abnormal kera- 


Fig. 4—Positive cultures obtained on the 15th, 
20th and 32d days of griseofulvin therapy from 
a clinically healed area. 
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Fig. 5—Two experimental lesions on the fore- 
arm showing the same morphology as the spon- 
taneous abdominal lesion. 


tinization. In some cases, this appearance 
persisted even with a higher dosage of 
10 mg/lb. per day and longer administra- 
tion of 30 days. 


Cultures. Culture isolations during gris- 
eofulvin treatment were uneven in nature 
and they were obtained at various periods 
during therapy. The longest period was 47 
days in one patient from whom previous 
cultures were negative. In one patient four 
consecutive positive cultures were obtained 
on the 8th, 15th, 20th, and 32d days 
of griseofulvin therapy from apparently 
healed areas (Fig. 4). In several patients 
positive cultures were obtained following 
recurrences from previously healed and 
negative areas. The growth rate of these 
isolates was ‘generally delayed up to 7-10 
days instead of the usual 2-3 days. Micro- 
scopically and morphologically many iso- 
lates remained essentially the same as they 
were before treatment in most of the pa- 
tients. In some, microscopic examination 
revealed heavy chlamydospore formation 
and distorted macroconidia. 


Nutritional Pattern. T. rubrum recov- 
ered up tọ 32d day of griseofulvin therapy 
did not show any vitamin and protein de- 
ficiencies. r 
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Pathogenicity Studies. The isolates re- 
covered during griseofulvin therapy did not 
show any change in their pathogenicity as 
compared with isolates obtained before 
therapy. Both proved equally capable of 
producing lesions. Inoculation lesions were 
performed on 12 patients, in 9 of whom 
they healed spontaneously by the fourth 
week, while in the other 3, these lesions 
were active up to the 45th day, when re- 
treatment was started. The lesions pro- 
duced by inoculations conformed to the type 
of lesions seen previously in the patients 
before therapy (Fig. 5). The details of 
these studies will be published elsewhere.3 

Correlation of Clinical and Mycological 
Phenomena. The clinical disease is char- 
acterized by the active growing mycelial 
phase of the organism. This mechanism is 
probably operative in all dermatophytosis. 
Chains of arthrospores of regular size and 
shape may also be seen interspersed with 
actively growing hyphae. The immediate 
clinical response to treatment with griseo- 
fulvin coincides with the breaking of 
hyphae. The subsidence of itching within 
24 to 48 hours and of infiltration in 8-12 
days after treatment suggests that these 
symptoms may be produced by some meta- 
bolic products liberated by active growth of 
the organism. These products are not 
formed as soon as griseofulvin reaches the 
site of the fungus and terminates the active 
mycelial phase. Clinical recurrences were 
characterized by reappearance of active 
growth of the mycelial phase of the organ- 
ism. Griseofulvin acts only on this phase, 
and apparently gives rise to two changes 
in the fungus; viz., faviform transforma- 
tion with swollen bits of hyphae, and if no 
abnormal circumstances intervene, spore 
formation of two types, budding and non- 
budding. These are seen as long as 90 
days after termination of treatment in many 
cases. 

The recurrences in 5 out of 11 patients 
showing faviform hyphae and large spores 
signify that this type of appeargnce indi- 
cates an attenuated form of the organism. 
It is capable of reactivating the disease. It 
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Fig. 6—Skin section (stained by PAS stain 


could also be the “resistant form” of fungus 
brought about either by insufficient treat- 
ment, or by an inherent local defect in the | 
skin of the patients who are unable to get 
rid of it. 

Budding spore forms are difficult to in- 
terpret at present. We have seen these 
forms in clinically healed areas of patients 
with and without treatment with griseoful- 
vin, in resistant lesions, as well as in hairs 
infected by T. violaceum, with and without 
griseofulvin therapy (vide infra). 


Histopathology. The areas of involve- 
ment in active lesions were subcuticular 
regions of the epidermis, just above the 
stratum granulosum above the “barrier 
zone” of the epidermis (Fig. 6). The 
active mycelia were seen penetrating the 
stratum corneum. Areas around the sweat 
pores were particular targets. In some sec- 
tions the mycelia were seen actually pene- 
trating the keratinous portion of the sweat 
ducts as well as the vellus hair follicles. 
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The latter showed active growing hyphae 
entwining around the hairs in children 
(Fig. 7), and spore forms and broken bits 
of hyphae in adults. In one section from 
an adult three spores were found in a hair 
tube below two-thirds the length of the 
follicle (Fig. 8). 

Biopsies were taken from the resistant 
lesions, and showed persistent spores in 
the hair follicle (Fig. 9) in one case and 





Fig. 7—Hypha in a hair follicle lying on the 
hair. 


in the sweat duct in the other (Fig. 9). In 
the other biopsies, diseased areas could not 
be visualized properly. 

T. Violaceum Infections.—There were 
six children with T. violaceum infections. 
All of them had broken hairs and patchy 
alopecia of various intensities. Two of them 
had areas of boggy folliculitis, and multiple 
subcutaneous abscesses with occipital adeni- 
tis. The latter patient had a very chronic 
disease of four years’ duration. Two chil- 
dren were on a dose of 5 mg/lb. per day, 
while the remaining four were on 7 mg/lb. 
per day. Mycological control of griseo- 
fulvin therapy was maintained by direct 
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Fig. 8—Three spores deep in the hair 
(PAS stain; 900). 


examination of hairs from the affected area 
in KOH mount and by cultures at weekly 
intervals. Table 2 summarizes the duration 
of treatment and correlation of clinicomy- 
cological results. 

The regrowth of hair was seen as early 
as the 15th day in one patient, in two 

Fig. 9—Skin section from a resistant lesion 


showing spores around the hair in the hair fol- 
licle. 
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EFFECT ON TRICHOPHYTON RUBRUM AND VIOLACEUM INFECTIONS 


TABLE 2.—Griseofulvin Therapy (T. Violaceum Infections) 























Clinical Results Mycological Results 
Case Durat. of Total Dose, Regrowth Direct Culture 
No. Treatm., Days 250 Mg. Tablets of Hairs Recurrs. (75th Day) (75th Day) 
5 Mg/Lb. 
1 47 18 40 days — Positive Negative 
2 44 74 None up to 50 days Positive Negative 
+46 
(10 mg/Ib.) 
7 Mg/Lb. | 
3 28 52 21 days 45 days Positive Negative xt 
4 28 25 20 days — Positive Negative be. ni 
5 28 32+100 25 days 45 days Positive Positive ae 
+50 ai 
(10 mg/Ib.) Bis | 
after recurr. par 
6 75 75 40 days — Positive Negative AR 
between the 20th and 25th day, in the other been on treatment, as mentioned in Table 2, E. 
two by the 40th day, and in one it appeared even up to a period of 90 days. Although a 
after the 50th day. Pus formation in kerions clinical results are satisfactory, the endo- ay. 
. ` è oe 
began to subside by the 10th day and com- thrix spores were persistent. ue 
pletely subsided in the 3d week in one Mycological Results: WA 
patient and by the 8th week in the patient Direct Examination. Direct examination f 
with extensive involvement. The above LE ega of hairs from the affected areas was found Be’ í 
sults show the favorable influence of the to be more reliable in the control of treat- E 
drug on the clinical manifestations. It also ment. Endothrix infection of hairs is easy A 
brings out the facts of variable periods for to demonstrate in routine KOH mounts. ae 
regrowth of hairs in individual patients, [y our experience this examination re- Ea 
: : abe s 4 - i i Pe!) 
thus reflecting the individual differences in mained positive in all the cases, even up 
the growing phase (anagen) of hairs to the 75th day of treatment. The direct a 
(Figs. 10-11). examination revealed many small and large Be 
Duration of Treatment: Table 2 shows  endothrix spores, some of which could be E 
that four weeks of treatment are not extruded from the hairs with light pressure E 
enough, as two patients had clinical recur- on the cover slip. Some budding spores Ei 
rence of disease within two weeks of stop- were also visible. Persistence of positive a 
page of treatment. The other patients have direct examination has been observed even A 
Fig. 10.—Extensive T. violaceum infection of Fig. 11—Same case as Figure 10. Regrowth “Bh 
six years’ duration. of hair after 90 days of treatment. sigh 
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Fig. 12—-KOH mount of the infected hair from 
the same patient in Figure 10 shows spores ex- 
tended by pressure from endothrix hair (after 
90 days of therapy). 


up to the 90th day from the beginning of 
treatment in the patient with extensive 
lesions (Fig. 12). He is being given a dose 
of 10 mg/lb. per day for 30 days, after 
having already taken treatment for 45 days 
on a 5 mg/lb. per day basis. 

Cultures. The culture recovery with an 
organism like T. violaceum can hardly be 
relied upon for control of treatment. Even 
normally the organism is slow-growing, 
and takes two to three weeks for growth, 


Fig. 13.—Histopathology of 
the hair infection (T. violace- 
um), showing mycelia in the 
hair tube. One hypha has pene- 
trated the hair above the bulb, 
and has broken up into many 
arthrospores. 
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and culture may not be satisfactory in all 
cases. After griseofulvin therapy, the cul- 
ture recovery has not been obtained after 
10 days of treatment. 


Histopathology of T. Violaceum Hair 
Infections, The mycelial phase is usually 
seen in the keratonized hair tube, and the 
invasion of the hair shaft is from the lower 
end just above the hair bulb. As soon as 
the hair shaft is penetrated the mycelia 
break down into short filaments and then 
into arthrospores and budding spores in 
the matrix of the hair (Fig. 13). Hence 
one can visualize this as a constant flow of 
mycelial invasion downwards in the hair 
tube and then upwards in the hair shaft 
from the keratogenous zone of Adamson’s 
fringe. 

Correlation of Clinical and Mycological 
Phenomena. The effect of griseofulvin be- 
ing on the mycelial phase, probably the 
invasion of the hair matrix is first termi- 
nated. The reflection of the latter event on 
symptomatology of broken hairs depends 
entirely on the growth rate of the hairs. 
The variable periods of regrowth of hairs 
observed in our clinical results emphasize 
the unpredictability of the growth phase 
(anagen) in different patients. The per- 
sistence of spores in the hairs in direct 
examination up to the 90th day of treat- 
ment is significant of the difficulties which 
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the total duration of treatment. 
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Comment and Summary 


Ay 
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eM Clinical Assessment.—1. The clinical le- 
sions of fungus infections on the skin, 
hairs, and nails responded satisfactorily in 
the beginning, at all dosage schedules tried 


in this study; viz., 5, 7, 10 mg/lb. per day, 


and in the first few cases even with 5 


mg/lb. on alternate days. However, it is 
felt that the first two dosage schedules are 


inadequate. The period of administration 
of two to three weeks is also inadequate. 
It is our impression that at least four weeks 





on a 10 mg/lb. per day would be superior 
for skin infections. Longer administration 
even beyond 90 days may be required for 
hair and nail infections. 


2. The phenomena of foci of local re- 
sistant nodules in the skin, a few resistant 
nails with others responding to treatment, 
and variable periods for healthy hair 
growth signify that the growth rates of 
these structures will play an important role 
in the determination of duration of treat- 
ment. 


3. Recurrences from reactivation of 
“live” but attenuated organisms will be pos- 
sible from resistant foci after the effect 
of griseofulvin wears off following “excre- 
tion” of drug from the epidermal struc- 
tures. Possibilities of development of drug 
resistance by the fungus was also demon- 
strated by our experience. This may par- 
ticularly happen due to inadequate drug 
administration in the beginning, or some 
other factors of an individual nature. The 
latter may be associated with faulty kera- 
tinization. 

Mycological Assessment.—The fungi T. 
rubrum and T. violaceum are not affected 
biologically, as was evident from the un- 
changed nutritional status and pathogenicity 
of the isolates obtained during griseofulvin 
therapy. The termination of symptoms is 


due to the inactivation of the growing 


hyphae due to the “cell-wall effect” of 
griseofulvin which can be seen in vivo. The 
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spores and abnormal “faviform” bits of © 
broken hyphae persist even up to 90 days 
of observation on clinically healed areas. 
The faviform appearance suggests ineffi- 


cient griseofulvin effect, either due to in- 
sufficient dosage or abnormally low tissue 


concentration of the drug. The latter may 
be a result of insufficient absorption or 
“keratinous excretion” of the drug. Some 
of our patients showed this form even after 
higher doses and longer administration. It 
is possible that these reactivate under suit- 
able conditions. Some of the spores ob- 


served were large and Candida-like- and 


showed budding. Some spores of this type 
were seen in healed areas even up to the 
90th day, in all cases. The signif 

this phenomenon observed with both T. 





rubrum and T, violaceum requires further — i 
mycological elucidation. It may signify a 
mycological reversal to a more primitive 


phase under unsuitable condition for the 
growth of the fungus. The faviform ap- 
pearance may signify a transformation by 


the organism to a less vigorous, insidious 
phase of existence. We have seen this form — 


in certain types of persistent lesions even 


without griseofulvin administration. This 
more favorable phase of the fungus is com- 
patible with clinical normalcy. The disease 


is produced only when the spores develop 
into hyphae. 


In our experience, careful direct exam- 
ination of scrapings in KOH proved a 
better control of therapy than cultures. 


It is a pleasant duty to thank (1) the Dean, 
K.E.M. Hospital and Seth G.S. Medical College, 
Parel, Bombay 12, for permission to carry out 
and publish this work, (2) K.E.M. Hospital and 
Seth G.S. Medical College Research Society and 
Messrs. Sarabhai Chemicals (Pr.) Ltd., Baroda 
for sponsoring the activities of the ASpcalony Re- 
search Unit, and (3) Messrs. Glaxo Laboratories 
(Pr.) Ltd. (India) for supplies of griseofulvin. 


Mycology Research Unit, Department of Der- 
matology and Venereology, K.E.M. Hospital (12). 
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Their Management 


[Treated with Oral Griseofulvin 


Special Reference to Clinical Recurrences, the Healthy Carrier State, and 


NORMAN J. GOLDFARB, M.D., and MARION B. SULZBERGER, M.D., New York 


Shortly after the original publication of 
Gentles+ on the effectiveness of griseoful- 
vin in Trichophyton infections of laboratory 
animals, numerous investigators have re- 
ported on striking clinical results obtained 
with the oral administration of griseofulvin 
in treatment of superficial dermatomycoses 
in man. Williams et al.,? Riehl,? Blank and 
Roth,* and Pardo-Castello® were among the 
first attempting such clinical studies. 


A main purpose of this paper is to evalu 
ate the recurrences noted in patients either 
after completion of a course of oral therapy 
with griseofulvin or in evidence during the 
course of treatment. The management of 
these cases will be discussed. 


Several patients, moreover, were found 
to have persistently positive mycological 
laboratory findings despite apparent clinical 
cure. This situation we have designated as 
the “healthy carrier state.” 


Method 


We wish to call attention to the fact that our 
studies commenced in the winter months and ex- 
tended into the hot humid weather of a particularly 
unpleasant New York summer. This afforded us 
the opportunity to observe the course of the pa- 
tients in a climate truly testing the efficacy of 
a new antifungal therapeutic agent. 


A total of 137 patients with a variety of super- 
ficial dermatomycoses was studied over periods 
ranging from several weeks to 10 months. They 


Submitted for publication Jan. 18, 1960. 

From the Department of Dermatology and 
Syphilology of the New York University-Post 
‘Graduate Medical School and the Skin and Cancer 
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were treated with griseofulvin* administered 
orally, utilizing a daily dose of 0.25-1.0 gm. 

During the period of study mycologic examina- 
tions were performed in the laboratory at varying 
intervals. In addition, blood counts, urinalyses, and 
kidney and liver function tests were performed. 
A few patients were subjected to semen counts. 

For better evaluation of the efficacy of this 
drug, the cases were grouped according to the — 
sites and structures involved. It is well known that 
the thicker keratotic structures are often the more 
difficult to treat. 

Those patients demonstrating clinical recur- 
rences—activation of previously involved sites— 
were further subdivided according to the degree 
of clinical improvement and the mycologic find- 
ings on both microscopic examination and cul- 
ture. 


Clinical Data 


The 137 patients presented a total of 255 
sites involved with superficial fungous in- 
fections. As indicated in Table 1, these 
areas were grouped under the usual clinical 
categories. 

Patients with infection of glaborous skin, 
groins, palms, and soles, showed rather 
rapid clinical improvement. Clinical cure, 
requiring an average of three to four weeks, 
was attained in all cases with involvement 
of glabrous skin and groins. Palms were 
cured in 82% of cases, while soles were 
cured in 58%. The average time required 
for cure of the palms was six weeks and 
of the soles eight weeks. In groups I-IV 
in Table 1, fifty-four out of a total of one 


hundred eleven clinically cured sites were 


* We are indebted to Dr. Gavin Hildick-Smith, 
Assistant Director of Clinical Research, Johnson 
& Johnson, New Brunswick, N.J., for the generous 
supply of Grifulvin (McNeil) tablets required 
in the course of this study. 
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tions and by culture). 


_ followed adequately by mycological exami- 
'. nations. Clinical and mycologic cure were 
= attained in 37 sites (68%). The remain- 
| ing 17 clinically cured sites demonstrated 
some mycologic evidence in microscopic ex- 
amination of skin scrapings with KOH or 
= by culture growth. These patients are the 
~. ones designated as being in the “healthy 
carrier state.” 

The 14 patients treated for tinea capitis 
-were divided into groups on various daily 
= dosage levels of 0.25-1.0 gm. As indicated 
-~ in Table 2, clinical and mycologic cure were 
= more consistently obtained on levels of 
- 0.5-1.0 gm. The four children whose treat- 
= ment was confined to a single initial dose 
= of 0.1-3.0 gm. (Table 3) all experienced 
clinical failure in spite of weekly close 
shaving of the scalp. 

Ninety-seven patients were tieabed for 
onychomycosis, with the vast majority on 
daily dosage of 1.0 gm. As was expected, 
-= due to the slower rate of growth of these 
hard keratin structures, detection of prog- 
= ress was slow. Although 36 of the 39 pa- 
tients with fingernail involvement showed 
initial progress, only 41% achieved cure 
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_* N.B.: the total is 255. This is more than 137 (the total number of patients), as some patients had more than one site involved. 
t Cases which were clinically apparently cured and were repeatedly examined mycologieally (microscopically with KOH prepara- 


during our study. Clinical cure of the fin- 
gernails required an average of four months. 
Toenails required seven weeks for 60% 
of the 58 patients to demonstrate the earliest - 
signs of improvement. During our study 
only two patients achieved cure. However, 







f ‘ Healthy Oarrier ; K 3 
A No. with | State; Clin. fe 
No. of Adeq. Mycologic. Clin. & Cured but 
Site Cases * Clin. Cured Follow-Up Mycol. Cured t Mycol. Posit. Recurrence 
I Glabrous skin 29 29 16 10 6 10 tes" 
II Crural area 20 20 8 6 2 2 ys 
III Palms 29 24 (82%) 10 . 8 2 1 
IV Soles 66 38 (58 %) 20 13 7 12 
Vv Scalp & scalp hair 14 12 12 x 4 4 
BE (Tinea capitis) 
= VI Fingernails 39 16 (41 %) 11 
== VII Toenails 58 2 (3.5 %) 6 


the degree of improvement noted after — 


several months of therapy permits a pro- — 


jection that cure would require 3144-8 months 
of treatment. However, in this group of 58 © 
patients, 4 failed to show continued progress 
while maintained on therapy. | 

Mycologic Flora.—Diagnostic culture iso- 
lates from glabrous skin, groins, palms, 
soles, fingernails, and toenails were all T. ru- 
brum except for four cases of T. mentagro- 
phytes isolated from the soles and one case 
of T. tonsurans from the face. 

Of the tinea capitis cases, there were 
eight children with isolates of M. audouini, 
three children with M. canis, three cases 
with T. tonsurans. 

Recurrences—The majority of the 46 
recurrences of exacerbations recorded in 
Table 4 were noted after cessation of ther- 
apy. However, six exacerbations did ap- 
pear while under therapy with griseofulvin. 








sy TABLE 2.—Tinea Capitis 
E: Clin. Fail.t and/or 
E Daily Dose No. of Cases * Clin. Cure Clin. & Mycol. Cure Mycol. Fail. Recur. 
E 0.25 gm. 5 5 2 3 3 
ae 0.5 gm. 6 4 4 2 0 
“ 1.0 gm. 6 6 5 l 1 


* This ineludes all treated and re-treated cases. 
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+ Clinical Failure means that despite clinical improvement there was no complete clinical involution. 
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Twenty-six exacerbations (56%) occurred 
in a group of patients who had clinically 
improved with therapy, but never attained 
clinical cure. Fourteen recurrences (30%) 
E were in cases noted to have been clinically 

cured but never proven to be negative by 
g; f eogi examination. The remaining six 

recurrences (13%) appeared in cases which 
_ our examinations indicated to have been 
~ both clinically and mycologically cured. 


Re 






Initial Management.—Except for tinea 
_ capitis (Tables 2 and 3) the majority of 
patients were treated at a level of 1.0 gm. 
= daily. This level was maintained until im- 
_ provement was noted. Then a maintenance 
_ dose was determined. This was judged by 
the clinical progress of the sites being 
treated. For the majority of cases a mainte- 
nance dose of 0.5 gm. daily was satisfactory 
= for glabrous-skin and groin lesions. For 
palms and soles 0.5-0.75 gm. daily dosage 
was usually found to be efficacious. Finger- 
nails generally required 0.75 gm. daily, 
while toenails demanded 1.0 gm. daily for 
notable steady improvement to be main- 
tained. 


TABLE 4.—Total Observed Clinical Recurrences and Exacerbations After Stopping Therapy 





Total Cases 
with Clin. 
i Recurr. or 
Daily Dose Site Exacerb. 
0.5-1.0 gm. Glabr. skin 6 
0.75-1.0 gm. Crural area 2 
0.5-1.0 gm. Glabr. skin, follic. localizat. 4 
10gm. Palms 1 
0.5-1.0 gm. Soles 12 
- 0.25-3.0 gm. Scalp & scalp hair 4 
(Tinea capitis) 
0.5-1.0 gm. Fingernails 11 
b 0.5-1.0 gm. Toenails 6 
r Total 46 







u whe than 1 gm. daily. 
EG 'oldfarb— Sulzberger k 
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TAME 3.—Initial Single Dose of 1.0-3.0 Gm. 


Clin. & Mycol. Cure 


+ These eases also appear in Table 2, as they were re-treated at one of the daily dosage schedules above, after failure of the single- : 





_* Of these 26 cases which were clinically improved but not cured, a total of 6 had exacerbations while still under therapy in doses 






No Clin. Change , 





Mycol. Fail. Exacerbs. 
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Tinea capitis patients responded sity 
well to 0.5 gm. daily doses. However, faster — 
progress was achieved with a dose of 104 


gm. daily. sae . 

Management of Recurrences. None of: JE. 
the recurrent infections or reinfections a 
failed to respond to reinstitution of therapy. 
with griseofulvin, at a dose of 1.0 gm. aA 
Employing both clinical and mycologic cri- 
teria, no resistance to therapy was noted. _ 
The patients who had activation of previ- i 
ously improved sites while still under ther- 
apy responded satisfactorily to increase of 
dosage to a level of 1.0 gm. daily. ; 

Laboratory Data.—Blood counts, urinal- 
yses, and kidney and liver function values 
were found to be within normal limits dur- 
ing the course of treatment. In several 
patients semen studies performed during 
and after completion of therapy were 
found within normal values. Many of the 
patients studied received total doses varying 
from 50-120 gm. without evidence of tox- 
icity. 

Undesirable Reactions—The most com- 
mon complaint was that of occipital head- 


Clin. Cured Prev. Cured 
Clin. Improved but Still Mycol. Clin. & Mycol. 
but not Cured Posit. (Healthy (Supposed Exogen. 
(Exacerbs.) Carrier State) Reinfect.) 
1 2 3 
0 2 0 
1 1 2 
0 0 1 
7 5 0 
0 4 0 
11 0 0 
6 0 0 
26 * 14 s 6 


ache, occurring in 24 of the 137 patients 
treated. In the main, these headaches were 
transient and disappeared during the second 
week of therapy. Drowsiness or fatigue 
was noted in 10 patients (similar to the 
effect obtained in the use of tranquilizers). 
Diarrhea was noted in seven patients, nau- 
sea in six patients, transient pruritus in 
three patients, transient vertigo in two pa- 
tients, and photosensitivity in one patient. 
Only occasionally was it necessary to in- 
terrupt or discontinue therapy. In the cases 
in which this was necessary, it was because 
of either severe headaches, persistent diar- 
rhea, or extreme fatigue. 


Comment 


The “healthy carrier state” represents a 
situation not infrequently found in relation 
to resident or transient bacterial flora of 


the skin. At present we are unable to de- 


termine how long this state of fungous 
colonization persists and what is its fate. 
Does it lead to a clinical recurrence when 
favorable conditions for pathogenicity are 
present? Does the skin finally clear itself 
of these fungi? 

It is to be noted that very few clinical 
recurrences took place in individuals who 
were regarded as being both clinically and 
mycologically cured. These few cases 
may be considered as probable exogenous 
reinfections, although it is impossible of 
course to rely on one or two repeated nega- 
tive mycologic examinations to prove that 
the entire skin has been cleared of fungi. 


Conclusions 


Oral administration of griseofulvin has 


_ proved most efficacious in treatment of su- 


perficial dermatomycoses. During the course 
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of 10 months we have studied 137 patients 
and experienced a recurrence plus exacer- 
bation rate of 18%. The recurrences once 
more improved or went on to clinical cure 
with a repeated course of oral griseofulvin 
at the dosage of 1.0 gm. daily. 

Department of Dermatology and Syphilology, 


New York University, Skin and Cancer Unit, 


University Hospital. 
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ABSTRACT OF DISCUSSION 


Dr. D. JosepH Demis, Washington, D.C.: We 
have recently begun an evaluation of topically 
administered griseofulvin using the vibrapuncture 
technique. A sterile suspension of griseofulvin in 
normal saline has been derminjected into selected 
patients with localized superficial fungus infections. 
Griseofulvin was tattooed into the entire lesion but 
especially into the active border. As yet we do not 
have enough experience to make any firm state- 
ments; however, our results are encouraging. Per- 
haps E final evaluation of griseofulvin is 
made, topical ‘administration (conceivably using 
this technique) and possibly following systemic 
administration, may be useful in controlling re- 
currences. 


Oral Treatment with Griseofulvin, cs 
Nature, London 182:476 (Aug. 16) 1958. os 
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PAUL LAZAR, M.D., and HERBERT RATTNER, M.D., Chicago 


“ing 


Effect upon Concurrent Diseases 


Shortly after Dr. Harvey Blank reported 


on his amazing results in the treatment of 
certain fungus infections of the skin with 


griseofulvin last January, we were con- 
fronted with the problem of an outbreak 


-of tinea capitis among child patients in a 


There were 11 chil- 
dren, 9 of them infected with Microsporum 
audouini and 2 with Microsporum lanosum. 
It would have been almost impossible to 
contain the outbreak, for eradication of 
the disease by topical therapy would 
have taken months of effort, epilation 
by means of x-rays was not feasible, and 
shaving the heads could have been under- 
taken only with the greatest reluctance be- 
cause of the depressing psychological effect 
upon youngsters already suffering from 
such trauma. 

Were it not for the experiences of Dr. 
Blank and his associates,}? which showed 
the drug to be not only effective for tinea 
capitis but also apparently safe to use, we 
might have hesitated to use an altogether 
new antibiotic agent in such a group of 
patients, even though they were under con- 
stant observation. However, after discuss- 
the situation with Dr. Blank and 
through his good offices, we obtained a small 
quantity of the drug, administered it to the 
11 children in divided doses of 750 mg. 
daily for a period of three weeks, and in 


Submitted for publication Jan. 18, 1960. 
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_ Griseofulvin Therapy for Superficial Fungus Infections 


each instance there was apparent cure of 
the disease. 


The circumstances of the patients being 
hospitalized, nine with pulmonary and two 


with osseous tuberculosis, afforded an ex- — 


cellent opportunity to observe any possible 
effects that the griseofulvin (Grifulvin *) 
might have upon the course of the tubercu- 
losis. Repeated observations and examina- 
tions failed to show any alterations either 
of the clinical behavior, the response to 
isoniazid and streptomycin which the 
youngters continued to receive, the tuber- 
culin tests, hemograms, urinalyses, or roent- 
genograms. 


Other Concomitant Diseases 


More recently when supplies became 
more plentiful and the drug was adminis- 
tered to adult patients with fungus infec- 
tions of the nails, hair, and skin, we 
continued our study of this phase of the 
therapy and in short time compiled a list 
of concomitant diseases among the patients 
that included five cases of rheumatoid ar- 
thritis, three cases each of cholecystitis, 
hypertension, arteriosclerosis, and coronary 
thrombosis, two each of pulmonary emphy- 
sema, gout, hypercholesteremia, and diabetes 
mellitus, and one case each of active peptic 
ulcer, rheumatic fever, ulcerative colitis, 
chronic glomerulonephritis, and sarcoidosis. 
Other than for repeated blood counts and 
urinalyses, our observations were entirely 
clinical, often in cooperation with the pa- 
tients’ physicians. In no instance did the 
drug affect the accompanying disease, either 


* Grifulvin, McNeil Laboratories, Inc. (Phila- 


delphia), trade name for griseofulvin supplied by 
Dr, Gavin Hildick-Smith of Johnson and Johnson. 
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~ nails, 
= ichthyosis, 
= carcinoma, 





beneficially or detrimentally, and the group 
included also one case each of myelogenous 
leukemia and of lymphatic leukemia without 
detectable effect upon either the bone mar- 
row or the blood picture. 


Diseases with Altered Keratinization 


Among the 123 patients treated with 
griseofulvin were 43 with either brittle 
brittle hairs, keratosis pilaris, mild 
pityriasis rosea, squamous-cell 
senile actinic skin, seborrhea 
sicca, seborrheic dermatitis, psoriasis, warts, 
rosacea, acne, molluscum contagiosum, 
keratoacanthoma, keratinizing basal-cell epi- 


= thelioma, seborrheic and actinic keratoses, 


or recurrent herpes simplex and zoster. In 
none of these did the drug produce any 
modification in the course of the disease, 
nor did the disease in any manner impede 
the effectiveness of the drug. 

Early in the study, several women men- 
tioned that they thought the drug caused 


their scalp hairs to become brittle and to 


respond poorly to waving fluid. Hairs from 
the next eight men and women under treat- 
ment with griseofulvin were then examined 
with the cooperation of a cosmetic chemist’s 


-laboratory and in all instances were found 


to have normal tensile strength and normal 
curling ability; in women, the effects of 
wave lotion and hair dyes were unchanged; 
all phases of hair growth were identified 
after therapy. 


One curious occurrence concerned a man 
who, in the third week of therapy for tinea 


= cruris and nail infection due to Trichophy- 


ton rubrum, exhibited a peculiar yellow dis- 
coloration of those hairs that came in contact 
with his hatband. It was a well-worn hat and 
the weather was hot and humid at the time, 
so that it was thought that perspiration 
rather than the drug was responsible for 
the discoloration, particularly since normal- 
colored hairs grew in, even though the gris- 
eofulvin therapy was continued for several 
months thereafter. He did, however, dis- 
card the hat. 
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Allergic and Eamnundioee Changes 


We have recently taken to testing with 
trichophytin all patients who are to receive 
griseofulvin, on the occasion of the first 


examination. After two weeks, upon reex- 


amination, in six patients there was no 
detectable change in the skin-test reactions. 
Also, there appeared to be no increased 
incidence of “id”? reactions in patients re- 
ceiving griseofulvin despite its rapid action; 
in those 11 patients who, while taking gris- 
eofulvin, did exhibit vesicular reactions in 
the palms in association with tinea pedis, the 
reactions were not modified in any manner 
by the drug. 


Monilial and Mixed Infections 


With the cooperation of a gynecologist, 





seven women with monilial vulvovaginitis _ 


were treated with griseofulvin only, for a 
period of from two to five weeks. 
of the patients the infection was acute, and 
in all cases there was involvement also of 
the adjacent skin. In no instance was the 
condition either aggravated or benefited by 
the therapy. Three cases each of monilial 
intertrigo of the fingers, monilial paro- 
nychia, and anogenital monilial dermatitis 
were unaffected by griseofulvin, and in no 
instance did we observe anogenital pruritus 


_ to develop among patients taking griseoful- 


vin, two of whom were diabetic. Three 
patients with combined fungous-monilial in- 
fections, after failing to respond to treat- 
ment with either griseofulvin or mystatin 


alone, did so when the drugs were com- 
bined. 


Results 


Our clinical results from therapy in gen- 


eral were similar to those reported by 
others who have employed the drug. Fun- 
gus infections of the glabrous skin cleared 
usually after 7 to 14 days of therapy with 


In two- 


l gm. daily in divided doses (and, of — 


course, without the use of topical agents). 

Tinea pedis and tinea cruris responded 
less rapidly, a prolonged hot, humid spell 
of weather perhaps exerting a leaching ef- 
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fections of the nails required from four 
; _to eight months of therapy. The fingernails 
“responded somewhat more quickly than toe- 
nails, 


z 3 ter several observations dad persevering 
detailed history-taking, that we became 
aware that these were psoriatic nails with 
superimposed fungus infections. 

_ One child with tinea capitis had involve- 
ment also of the upper-lid eyelashes of one 
eye. It was fascinating to observe in this 
unusual case, by weekly examinations with 
~Wood’s light, that the pace of improvement 
from griseofulvin was exactly that of the 
scalp hairs. Incidentally, this 7-year-old 
youngster received 14 gm. of the drug for 
only two weeks; fluorescence was discernible 
for four weeks. 





Side-Effects 


There were but few untoward reactions, 
none of them severe. In one case there was 
a depression of the white cell count after 
two weeks of therapy from 8,000 to 4,250, 
with the polymorphonuclear cells affected. 
Headache (three cases), nausea (two), 
gastric discomfort (three), vomiting (one), 


_Lazar—Rattner : : 
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fa one case of morbilliform eruption were 
noted; we are not at all certain that the 


latter was due to the drug. In some the drug 


was discontinued for a few days, in others 


not, without recurrence of the symptoms. _ 


Incidentally, the complaints were from the 
private patients only, and when the drug 


was “experimental”—there have been none 
since the drug became available on the open ` 


market. 


Summary 


One hundred twenty-three persons with — 
various forms of fungus infections were 


successfully treated with griseofulvin. 
Among them were 11 children with active 
tuberculosis receiving therapy with isoniazid 
and streptomycin. Included also were 32 
patients with various concurrent systemic 
diseases, 43 with cutaneous lesions in’ which 
there was altered keratinization, and cases 
of monilial infection. In none of the latter 
three groups did griseofulvin exert either 
a beneficial or a deleterious effect. 


104 South Michigan Ave. (3). 
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Round-Table Discussion 


Oct. 27, 1959 


Dr. A. M. Kiicman, Philadelphia: We 
will try to keep this within the bounds of 
sound and decent behavior. A committee 


has been described as a group of people— 


perhaps six—five of whom are out of town 
at one time. To be really effective, I sup- 
pose the chairman of a committee should 
introduce the panel and then recede into the 
background, but I can assure you that I 
have no intention of doing this. 


I would like to recite the tactics which are 
to be followed; these are the ground rules. 
The following virtues will be highly es- 
teemed: Originality first. We would like 
gems, freshly conceived gems, no antiques; 
don’t warm over something which has been 
said before; we're all pretty well griseoful- 
vinized. I’m cured of everything I had 
when I came in here. Originality and 
novelty. Present something which is beau- 
tiful. We still have time for esthetic ap- 
preciation. If you have some lovely pictures, 
show them. We want this to be a kind 
of free-for-all, but not a scramble. Were 
not going to try to inhibit anyone who has 
something significant to say. Finally, be 
brief, even silent. Remember, even if you 
say nothing you may still be immortalized 
in the literature by handing in a manu- 
script to be be published as part of this 
symposium. 

Now, the members of the panel have been 
anxious to know how we are going to con- 
duct this thing. In view of the Van Doren 


episode, there’s been a lot of concern about 


rigging, but I can assure you I’ve given 


out no questions. They don’t know any 


Submitted for publication Jan, 18, 1960. 
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answers. This whole enterprise is clean; 
so this is going to be a sanitary panel, I 
hope, and we'll proceed at once. 

Dr. J. WALTER Witson, Los Angeles: 
I have already discussed several papers dur- 
ing this meeting, at which times I stated in 
sufficient detail my experiences with griseo- 
fulvin. Therefore, I have nothing new to 
add at this point. 

Dr. J. Lamar CALLAWAY, Durham, N.C.: 
I have no original statement to make but I 
do believe that it might be worthwhile to 
summarize what has been said during this 
meeting and then let the panel comment 
pro and con on my remarks. 

On the basis of what I know personally 
about griseofulvin and what I have heard 
here, I believe we can say that at the 
present moment griseofulvin in adequate 
dosage is our single most effective remedy 
against the superficial dermatophytes. To 
date no conclusive evidence of in vivo or- 
ganism resistance has been demonstrated. 
Griseofulvin is singularly free of serious 
reactions, although many minor reactions 
have been described, such as headaches, 
nausea, some urticarial, erythema-multi- 
forme-like reactions, and the one which 
really disturbs me a great deal is the one 
Dr. Pillsbury mentioned, namely a disturb- 
ance of equilibrium. As far as I know there 
has been no cross reaction demonstrated in 
patients with penicillin sensitivity. 

I think that one of the greatest problems 
in griseofulvin therapy will be due to “mis- 
use” by physicians who give griseofulvin 
to patients who do not have a proved diag- 
nosis of a dermatophytic infection. Not 
only will griseofulvin be ineffective in such © 
conditions, but one may get monilial over- 
growth in intertriginous areas. 

It has been suggested here that local treat- 
ment to promote scaling, removal of hair, — 
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E ils, and dead keratin may well be an 
adjunct to oral griseofulvin therapy. 

g Despite the promise of griseofulvin in 

the management of superficial fungous in- 

- fections of the skin, griseofulvin cannot and 

-will not change the heritage which is re- 

-sponsible for the “fungus-susceptible indi- 
vidual.” 

Dr. Vicror D. NEWCOMER, Los Angeles: 
= In conformation with the rules set down 
_ by the Chairman, I would like to present 
F two supplementary procedures which we 
= are currently evaluating at U.C.L.A. School 
of Medicine, Los Angeles. These proce- 
dures were instituted for the treatment of 
dermatophytosis of the soles and toenails 
where the infection was due to Tricho- 
phyton rubrum when accumulative experi- 
ence indicated that the administration of 
griseofulvin did not give the lasting good 
results in these infections which earlier 
experience had promised. 

It is now clear that recurrences are not 
uncommon on the soles of the feet even 
when patients have been receiving griseo- 
fulvin orally in doses of 1 gm. per day for 
prolonged periods. The results of treatment 
of infected toenails have been extremely 
disappointing for several reasons. The nails 
tend to grow extremely slowly, taking an 
estimated six to nine months to replace 
themselves, and the rate of growth appears 
to vary from toenail to toenail. In some 
instances nails appear to grow not at all or 
extremely slowly, and in many instances 
early improvement of nails affected with 
Trichophyton rubrum reaches a plateau 
where no further improvement is seen de- 
spite continued therapy. In still other in- 
stances relapses have been observed. 

The first of these supplemental proce- 
‘dures involves the application of 40% 
salicylic acid to the soles of the feet prior 
to, and in some cases during the adminis- 
tration of griseofulvin. The salicylic acid 
has been incorporated onto a special side- 
ways stretch elastoplast backing for us by 
-Duke Laboratories for the purpose of in- 
creased ease of application and uniform 
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When this material is applied over a 
fungus-infected area of glabrous skin and 
left in position for two days, it acts as an 
extremely effective fungicide, as demon- 
strated by the conversion of areas so treated 
to cultural negativity. ee 


Of additional importance, particularly 
since the introduction of griseofulvin, is 
the unique keratolytic effect of salicylic — 
acid which permits the selective removal 
of the stratum corneum and the subsequent — 
stimulation of epidermal proliferation, These 
three effects seem ideally suited as adjunc- 
tive measures for the treatment of patients 
with fungus infections involving the palms 
and soles, areas where the stratum corneum 
may be of such depth that griseofulvin 
does not persist at effective levels into an 
outer zone of varying thickness, thus per- 
mitting a reservoir of infection to remain. 

We have used these plasters for well 
over a year and have found them to be well 
tolerated. They have been applied to over 
one-fourth of the body area at one time wg 
and to such delicate areas as the eyelids 
without any adverse effects. They are ex- “ia 
tremely well tolerated on the palms and 
soles. They may be used as often as twice 
a week to maintain a state of rapid ex- 


foliation ; however, one or two applications i 
appear to have sufficed in most instances 
to date, when griseofulvin is simultaneously 
administered. ae 


Prior to the clinical introduction of grise- 
ofulvin their major drawback as a sole 
effective fungicidal agent lay in the diff- 
culty in using them in such areas as the 
axillae, groin, perianal area, and on the 
scrotum. 

The effect of the application of 40% 
salicylic acid plaster applied to the palm 
for two days is shown in Figure 1. The 
use of this adjuvant to griseofulvin ther- 
apy for the treatment of infections of the- 
soles due to Trichophyton rubrum has been 
extremely encouraging to date, especially in 
regard to prevention of later relapses. 

The other procedure which we are cur- 
rently investigating is the surgical removal 
of fingernails and toenails prior to the ini- 
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‘ig. 1—Exfoliation of palm produced by ap- 
plication of 40% salicylic acid on elastoplast tape. 


tiation of griseofulvin therapy. The value 
of the surgical removal of infected nails 
prior to the administration of griseofulvin 
is demonstrated in a series of photographs 
2-6). The 


this patient was Trichophyton rubrum. Here 


( Figs, infecting organism in 
every other infected fingernail was removed. 
After removal of the nails the patient was 
given 1 gm. of griseofulvin daily for two 


Fig. 3—Two and one-half months after surgical 
avulsion and treatment with griseofulvin, 1 gm. 
twice weekly. 
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Fig. 2—Onychomycosis due to Trichophyton 
rubrum of the right hand; involving Nails 1, 2, 4 
and 5. Right hand immediately after surgical 
avulsion of involved Nails 1 and 4 (Nail 1 not 
shown). Nails 2 and 5 infected but not avulsed. 
Nail 3 not infected. 

weeks and then 1 gm. daily twice a week 
for the ensuing six months. As is clearly 
indicated, the surgically removed nail is 
returning normally but the infected ones 
on either side still present clinical evidence 
of active and progressive disease. We are 
at present removing all infected toenails 
and subungual keratinous debris prior to the 
institution of griseofulvin therapy, and cer- 
tain observations 


interesting preliminary 


may be mentioned. Infected toenails ap- 


parently have an unusual growth pattern as 
they appear to grow at sporadic intervals 


Fig. 4.—Three and one-half months after surgi- 
cal avulsion and treatment with griseofulvin, 1 
gm. twice weekly. 
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Fig. 5.—Five and one-half months after surgical 
avulsion and treatment with griseofulvin, 1 gm. 
twice weekly. Arrow points to previously avulsed 
fingernail. 
and at various rates and sometimes not at 
all. Surgical removal of these nails, how- 
ever, apparently acts as a stimulus to both 
initiation of growth and the subsequent 
maintenance of continuing growth, as all 

` nails appear to start growing at essentially 
the same time and continue to grow steadily 
toward total replacement. 

Whereas fingernails are usually cited as 
requiring 3 to 6 months for complete re- 
growth and toenails 6 to 12 months for re- 
growth, it was surprising to find that 
following the surgical removal of the toe- 
nails new nails returned at approximately 
the same rate as do fingernails, with the 
large toenails being approximately two-thirds 
grown at the time all of the other toenails 
had completely regrown. 

To date our preliminary experience with 
griseofulvin indicates that adjuvant measures 
will play an important role in the successful 
management of dermatophytosis of the palms 
and soles and onychomycosis due to Tricho- 
phyton rubrum. 

The use of 40% salicylic acid plaster ap- 
plied to the palms and soles and the surgical 
removal of infected nails prior to the initia- 
tion of griseofulvin therapy has yielded the 
most promising results to date. 

Answer: I think that if you wish to offer 
the patient the maximum possibility for cure 
of infected toenails under present conditions, 
then the initial surgical removal of these 
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Fig. 6.—Six and one-half months after surgical 
avulsion and treatment with griseofulvin, 1 gm. 
twice weekly. 


nails, including all the keratinous debris 
beneath the nail, prior to the starting of the 
patient on griseofulvin, would be highly 
desirable. Our preliminary experience to 
date indicates that this will considerably en- 
hance the patient’s chances of achieving cure. 

Dr. Marton B. SULZBERGER, New York: 
I thought I should talk a bit about terminol- 
ogy. The introduction of griseofulvin has 
made it necessary to be precise in one’s 
terminology. We should agree if we can 
that when we say “clinical recurrence,” we 
mean clinical recurrence—nothing more, 
nothing less. Regardless of the mechanism, 
it simply means the clinical lesions have 
come back. Now, if the clinical lesions were 
never gone, and the infection was never 
eradicated, you can speak of “relapse” ; but 
if the infection was eradicated, then that 
recurrence is not a “relapse” but a “rein- 
fection.” 

I realize as well as anyone that giving 
these names does not tell us anything about 
mechanisms, but at least we know what we 
are talking about when we say a thing is a 
clinical recurrence, a relapse, or a reinfec- 
tion. The beginning of science is clarity in 
communication, because that also makes for 
clarity in thinking. Now when you think 
clearly of “reinfection,” again there are at 
least two kinds of reinfection: “autogenous 
reinfection”—when a cured site on the skin 
somewhere gets reinfected, let us say, by 
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the patient’s own fingernail, a site on the 


groin from a man’s own fingernail, for ex- 
ample. Then there is “heterogenous reinfec- 
tion”—when the cured site on a man’s skin 
gets infected by his wife’s fingernail, for 
example. These are quite different mecha- 
nisms. 

Now to study these mechanisms of re- 
lapse and reinfection in man, Dr. Bersani, 
Dr. Rosenthal, and I have done two things 
which I think no one has dared to do ex- 
tensively before. (While Dr. Desai sort of 
skirted these problems, he really didn’t go 
into any great detail about them, because I 
think he is going to speak about these things 
later at the American Academy of Der- 
matology.) Because of the curative power 
of griseofulvin, one now dares to infect 
human beings deliberately with dermato- 
phytes such as Trichophyton rubrum, Mi- 
crosporum audouini, etc. This gives us an 
opportunity to do some deliberate experi- 
mental infecting of the human glabrous 
skin, the hair, and the nails. The question 
then comes up whether we can’t by this 
method study many things. One of the most 
important of these is the effect of local 
immunity or local resistance and of local 
susceptibility. When an individual goes 
around with a T. rubrum infection of one 
palm only for 20 years and the other palm 
does not get infected, this is a situation in 
which obviously the right hand doesn’t 
know what the left hand is doing. This can’t 
be explained on a systemic basis, or on 
the basis of general immunologic or bio- 
chemical changes. When a person who has 
been brushing the fungi into the nails with 
his nailbrush for 20 years gets only one, 
two, or three nails infected and not the 
others, there must be some strong local 
difference in immunity (resistance) and 
susceptibility of the different nails; and the 
same thing applies of course to different 
sites on the glabrous skin and scalp. After 
a site is cured or a nail is cured with griseo- 
fulvin (both clinically and mycologically 
cured), one can attempt to reinfect and 
then see if the previously infected nail is 
again susceptible or not and whether the 
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originally nonsusceptible nails are suscepti- 
ble or not. Another thing we can do now 
with the deliberate infections; we can test, 
for instance, one of Dr. Kaminsky’s ob- 
servations. Even before I knew he had 
made such observations we had started in 
to try to infect psoriatic nails with fungi 
and try to treat this infection, if and when 
it takes, with griseofulvin. There is a pos- 
sibility that this superimposed fungous in- 
fection of the keratinous structures in 
psoriasis and in other diseases without 
fungous infection may make it possible to 
treat the psoriatic lesion itself and the faulty 
process of keratinization at the basis of 
such lesions in a way different than it has 
ever been done before. 

I would like to point out that it is remark- 
ably opportune that this drug has come 
along. If it did nothing else than cure the 
scalp infections of children the way it does, 
it would be a godsend—for we all feel that 
we may not be able to use x-rays much ` 
longer in depilating children. 

While the drug appears to be remarkably 
safe until now, I would like to emphasize 
the need for caution. Aminopyrine (Pyra- 
midon was considered safe until millions 
of users had taken it and a few cases were 
found with agranulocytosis. Sedormid was 
considered safe until the few cases of 
purpuras were discovered. It took mil- 
lions of users of quinacrine hydrochloride 
(Atabrine) in the armed forces to bring to 
light the cases of lichen planus-like erup- 
tions and their mechanism. So that I think 
we must realize that patients taking griseo- 
fulvin must still be watched by us. It is more 
important than ever to make both dermato- — 
logic and mycologic diagnosis before insti- 
tuting treatment. This is an_ essential. 
Otherwise, cases that do not need griseoful- 
vin will be treated and the drug will get a 
black eye; and the useless administration 
also presents an unallowable financial burden 
and a certain unnecessary risk to people 
who take it continuously for diseases it will 
not help.. 

The final thing I would like to say is that 
it is still necessary, as Dr. Livingood said, 
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one these patients to be kept under regular 
_ periodic examination, if for nothing else 
al han to compile data as to the safety of 
the drug. 

i DR. PAUL LAZAR, Chicago: Dr. Rattner 
and I undertook to do a few things which 
haven’ t been mentioned heretofore. Some 
have been, just briefly in passing, and we 
thought they would be of value, particularly 
to the group. 

_ We realize there are a great many very 
competent observers and workers doing 
work with fungi per se; therefore, our 
approach to the problem was a little differ- 
ent. To start, we had 11 children, 9 infected 
with M. audouini, and 2 with M. lanosum, 
who had active tuberculosis. This was the 
original phase of our problem, and there 
was some discussion as to whether these 
children should be treated with griseofulvin. 
After some discussion with Dr. Blank and 
others, we decided to go ahead and treat 
them. They were under constant observa- 
tion; they did very well and we had no 
difficulty. Being heartened by this, we then 
compiled a number of different diseases in 
patients who had dermatomycoses. Some of 
these: 5 cases of rheumatoid arthritis; 3 of 
cholecystitis; hypertension, arteriosclerosis, 
coronary thrombosis (one of which was 
only 4 days old), pulmonary emphysema, 
gout; hypercholesteremia and diabetes mel- 
litus (two of each of these); one of active 
peptic ulcer; active rheumatic fever, also 
ulcerative colitis, chronic glomerulonephritis, 
and sarcoidosis; in addition, we had one 
each of myelogenous and lymphatic leu- 
kemia, in which bone marrow and peripheral 
blood studies were done. All of these pa- 
tients did have superficial fungous infec- 
tions of one sort or another. They were 
followed clinically and in cooperation with 
the patients’ physicians, and with other tests 
that were necessary. In none of these cases 
did we run into any unusual difficulty. We 
also had a number of patients with altered 
keratinization—things we see every day in 
the office. We have compiled these things 
and we did not find that it had any bene- 
ficial or deleterious effect on mop of these 
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conditions, such as seborrheic dermatitis, 
psoriasis, etc., some of which have been 
mentioned here earlier. 

Early in the study there were several 


women who thought the drug caused their 
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hair to become brittle. We collected hairs 


of patients who were under treatment vitii 


griseofulvin, had them tested by a cosmetic 


chemist, and the tensile strength of all the en 
hair was normal; curling ability was nor- 
mal; the effects of waving lotion and hair | 
dyes were unchanged, and all phases of © 


hair growth were identified at any time 
during the course of therapy. These people 
did not have fungous infections of the 
scalp, but elsewhere. We have also started 
testing patients with trichophytin, but only 
for two weeks, and so far there is no change 
in the skin reaction. 

One thing we did which is perhaps con- 
trary to some of the things you have heard 
here—in cooperation with a gynecologist, 
we had seven women with monilial vulvo- 
vaginitis and associated cutaneous monilial 
infections treated with griseofulvin. There 
was no evidence of exacerbation or help 
from the drug after two to five weeks of 
treatment. Monilial intertrigo of the fingers, 
monilial paronychia, and anogenital monilial 
dermatitis were also unaffected by griseo- 
fulvin. In our series, five cases of fungus 
of the nails cleared up to a point, and then 
after reevaluation of the situation, their 
history, and so forth, our conclusion was 
that actually these were psoriatic nails with 
fungi in the nail. One of the things we 
think now is that if one were to examine 
all psoriatic nails, how many would really 
be carrying fungi in them? An interesting 
sidelight, which was curious, was one child 
who had involvement of the upper lid eye- 
lashes of one eye, as well as tinea capitis. 
The two cleared at the same time and at 
the same rate of speed with griseofulvin. 
We had very few side-effects. There was 
one situation where after two weeks the 
white blood cell count went from 8,000 to 
4,250. The drug was not discontinued. 

The complaints came primarily from 
private patients only, mostly when the drug 
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was experimental. There were far fewer 
complaints when the drug came on the 
market, when we didn’t have to explain 
that it was something one couldn’t buy, that 
it was something of an experimental nature. 

Dr. A. M. Kırman, Philadelphia: In 
addition to Dr. Harvey Blank, the grand 
impresario of this magnificant show, in the 
background was Dr. Hildick-Smith, who 
happens to subscribe to Nature. When he 
read Dr. Gentles’ report I think he was in 
England within 16 hours or so and was 
knocking on his door. The speed with which 
griseofulvin became available in this country 
is in large measure due to his efforts. Dr. 
Hildick-Smith— 

Dr. G. HivpicK-SmitH, New Brunswick, 
N.J.: I am somewhat embarrassed as a 
pediatrician to find myself in the presence 
of this august body of dermatologists. 
There is one area that is of considerable 
interest to me and that is the treatment of 
the deep mycoses. 

I was intrigued to learn of the variable 
response that has been reported with the 
use of oral griseofulvin in the treatment 
of deep mycotic infection caused by No- 
cardia. I wonder whether there are strains 
of fungi causing deep mycoses that are 
sensitive to griseofulvin and whether we are 
overlooking an area that may require more 
extensive study. 

Dr. J. F. Murzins, Galveston, Texas: I 
have brought along about 40 isolated facts 
regarding griseofulvin but at this late hour 
the majority of them have been covered 
exceedingly well. I think it might be worth- 
while to mention that in our series of cases 
there was a critical dosage level of 21 gm. 
for localized body lesions. When we dropped 
below that figure, our recurrence rate was 
rather high. When the total dosage was 30 
gm. or less, our cases of generalized tinea 
corporis showed a much higher recurrence 
rate. In five of our patients receiving steroid 
therapy, we were unable to clear the lesions, 
either due to the steroid therapy or to the 


underlying disease. Although I have no 


explanation, Pityrosporum ovale seems to 
grow in greater abundance on our Littman’s 
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culture plates when the people are receiving 
griseofulvin. We also noted folliculitis and 
inflammation of the scalp in many cases 
but no typical or classical lesions of kerion 
celsi. I do not believe that I have heard any 
other person make that comment during this. 
conference. Several of our patients had 
previously demonstrated penicillin reactions 
and there was no evidence of cross sensitiza- 
tion reaction with griseofulvin therapy. The 
C-57 strain of mice develop spontaneous 
infection with Trichophyton mentagrophytes 
at about one year of age and this makes it 
an exceedingly good animal for experi- 
mental use; however, the dosage is about 
two times that of human subjects. 

Dr. C. S. Livincoop, Detroit, Mich.: 
During this meeting very little has been 
said about the therapeutic effect of griseo- 
fulvin in the treatment of acute tinea pedis 
with vesicular and bullous lesions. We have 
had a few such patients in our series of 
cases and have been impressed by the rather 
indifferent therapeutic results, in that in- 
fections of this type have not tended to 
clear any more rapidly than one would 
expect with appropriate local treatment. 
However, we have observed one patient 
with an inflammatory eczematized infection 
of the feet due to T. rubrum who had a 
very satisfactory therapeutic result with 
griseofulvin after various types of local- 
therapy had been ineffective. 

It is probable that most of us will agree 
that thus far, griseofulvin has turned out 
to be a relatively nontoxic drug, and the 
allergic reactions have been quite minimal. 
However, J do wish to echo what Dr. — 
Sulzberger has said, and this is that the 
final story in this regard has not been writ- 
ten and will not be known until many — 
thousands of persons have taken the anti- | 
biotic for prolonged periods. During this 
meeting, several investigators have men- 
tioned the occurrence of albuminuria in a- 
few patients after administration of griseo- 
fulvin. We have observed this sequence of 
events im several cases and it is our opinion © 
that this deserves further investigation. — 
Thus far eich is no evidence that there has 
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Fig. 7—T. rubrum infection of fingernails in 
a 72-year-old housewife. 


been any disturbance of kidney function, 
but in one of our patients, in addition to the 
albuminuria, casts appeared in the urine. 
We plan to measure the urinary excretion 
of protein during a 24-hour period before 
and after administration of the drug, and 
also it will be essential to study the formed 
elements in the urine in a more careful 
manner rather than depending on the usual 
routine urinalysis. It seems obvious at this 
time that griseofulvin is a drug which should 
be administered to patients only under the 
continuous supervision of a qualified physi- 
cian who is aware of all of the possible 
side-effects. 


Despite the reassuring comments of Dr. 
Williams in regard to his experience with 
the effect of griseofulvin on the hemato- 
poietic system, I believe that it is significant 
that several observers have noted what ap- 
pears to be a moderate but significant 
decrease in the leukocyte count in some pa- 
tients who have been on griseofulvin therapy. 
Furthermore, perhaps there is something to 
be said for accumulating mass experience 
with any new drug for at least one to two 


m Rye 
Fig. 8.—Fingernails of same patient six months 
after initiation of griseofulvin therapy (1 gm. 


daily). Cultures of nail scrapings have been 
negative since. 


years before omitting follow-up blood counts 
at periodic intervals, especially when it is 
essential to continue the drug for as long 
as six to eight months. 


Dr. STEPHEN RotuMan, Chicago: Like 
others, our group also has found that in 
onychomycosis due to T. rubrum, finger- 
nails are sterilized more easily than toenails. 
A photograph of one patient’s fingernails 
before and after treatment is presented. This 
same patient still has positive fungus find- 
ings in toenails (Figs. 7 and 8). 

Dr. V. J. Derses, New Orleans: I should 
like to say a word about the loading-dose 
technique which was alluded to by Dr. Kirk 
and also by Dr. London this morning, The 
method we used was just a little different. 
Dr. Lorraine Friedman and I gave 3 gm. 
in one dose to children with tinea capitis, 
without reference to age or weight. 

Now I should like to show one slide 
(Table). Clearing of infection is here de- 


Number of Patients Clear of Infection Fortnightly Intervals Following Various 
Dosages of Griseofulvin in the Treatment of T. Capitis Caused by M. Audouini 
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No. of — 
Dosage of Griseofulvin Patients 4 
1 gm. daily, every 48 or 72 hours 25 4 
3 gm. in one dose 23 3 


Placebo 9 e 


* This patient was cured by a second dose of 3 gm. 


Kligman et al. 


ley $ . 
£ pr" 
ETTA R 











Weeks 
No. of 
6 8 10 12 Failures 
8 10 2 1 
6 9 2 2 1-* 
l l 1 


275/873 
















fined as clinical and mycologic freedom from 
disease and from fungi. In the first row 
may be seen the results obtained in 25 pa- 
tients who were given 1 gm. of griseofulvin 
either daily, every second day or every third 
day. In the second row are seen the results 
obtained in those patients who received 3 
gm. in one dose, and in the third column 
the results are seen in 9 patients who re- 
ceived placebo medication. An evaluation 
of the results obtained by administering a 
single dose of griseofulvin can be made by 
comparing the fortnightly percentage of 
cures for this group with those given multi- 
ple doses. This comparison is considered 
valid on the basis that the results obtained 
when griseofulvin was given daily or every 
other day must have been at least as effec- 
tive as when given every third day. The 
rate of cure of those given the single dose 
was just as fast as when multiple dosages 
were administered and might seem even 
more rapid. However, application of the 
Kolmogorov-Smirnov two-tailed test clearly 


- revealed that the difference observed was 


not significant. 

The loading-dose technique is thus shown 
to be almost as effective as the multiple- 
dose methods. Its advantages are obvious 
and Dr. Friedman and I feel it the method 
of choice in the treatment of children who 
suffer from tinea capitis. 


It is perhaps of some interest that 3 of 
the 9 patients on placebo obtained a clinical 
and mycologic cure. 

A similar loading procedure is being 
studied in the therapy of dermatophyte in- 
fection of nails. 


Dr. J. M. Knox, Houston, Texas: In an 
attempt to be somewhat unique, we chose 
to treat our cases with 1 gm. of griseofulvin 
every third day. The results were excellent 
in tinea capitis, good in tinea corporis, and 
unspectacular in tinea pedis. Results were 
also discouraging in onychomycosis of the 
toenails. This may serve to point out one 
thing, since our low-dose results have been 


= similar yet more divergent than those pre- 
iy Seated ied others. The best results shown 
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have been in tinea capitis, then tinea 
corporis, with poorest in onychomycosis of 
toenails; therefore, it is possible that these 
findings could be explained on a basis of 
blood supply. The scalp is quite vascular 
and an oral dose of griseofulvin would 
deposit more of the drug in the skin of the 
scalp than in skin of the feet. The blood 
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supply to the trunk is also greater than that — 


of the feet; therefore, a larger dose or a 
longer period of treatment time should be 
necessary to accomplish the same results. 


During the course of this meeting no one 


has mentioned the possibility of improving — 


this drug through chemistry. Since the dis- 
covery of penicillin, many new antibiotics 
have been discovered and placed on the 
market. 
within the not too distant future griseoful- 


vin can be improved upon. Through syn- 


It certainly seems possible that 


thesis the molecule might be altered to make , 
it a better agent and certain derivatives may 


be effective for deep fungi. 


Open Discussion 


Dr. Hans Gorz, Munich, Germany: I 
would like to add something to the remark 
of Dr. Newcomer. Griseofulvin is still very — 
expensive in Germany also. It is important — 
to save money and we started therefore in — 
cases of onychomycosis to soften up nails — 


first by a keratolytic substanee and then to 
cleanse the nail bed, and immediately after 
that we gave tablets for four weeks, 1 gm. 
a day. We have treated 126 nails in an 


observation period of three months and 
have seen up to now 10 nails relapsed. I 
think when ‘griseofulvin has been given for 


bata. 


10 months or longer, that would be the only 


way to treat the nail. 

Dr. Harvey BLANK, Miami, Fla.: It was 
not emphasized in the pharmacology of this 
drug that doubling the oral dose does not 


double the blood level. There may be a dif- — 


ference whether we give all the medication 


in 1 gm. in one dose the first thing in the © 


morning, or whether we spread out the four 
tablets throughout the day. Perhaps we 


should record how the drug was taken when — 
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a evaluate the results of therapy. Because 
_of the difficulty to remember to take medica- 
tion four times a day over a long period, it 
is more satisfactory for the patient to take 
four tablets once a day, but further studies 
of blood and tissue levels should be done 
to determine the dose which produces the 
optimum levels and therapeutic response. 


_ Dr. D. Joseren Demis, Washington, D.C.: 

rhe possibilities of topical application of 
griseofulvin in the therapy of superficial 
A fungus infections deserve comment. Topical 
application has several obvious advantages, 
not the least of which would be reduced 
cost and diminished potential toxicity. Use 
of the vibrapuncture technique has given 
encouraging preliminary results, however, 
any modality which facilitates adequate 
penetration into the keratin layer will prob- 
ably prove satisfactory. This might be most 
readily accomplished by application of 
griseofulvin (perhaps combined with a 
keratolytic agent) in a penetrating base. 
Topical griseofulvin should be of greatest 
value in maintenance therapy following 
initial systemic administration, particularly 
in patients with limited lesions of tinea 
corporis. 

Dr. Murray M. Rosinson, Washington, 
D.C.: I should like to ask a question of 
Dr. Lazar. In his treatment of the patients 
that have hypertension—while they were on 
griseofulvin, what happened to their blood 
pressure? 

Dr. PAuL Lazar, Chicago: The patients 
we treated who had hypertension were in 
the hospital and there was no change in 
blood pressure while griseofulvih was being 
taken. 

Dr. M. M. Roginson, Washington, D.C.: 
I have found a fairly significant drop in 
the systolic blood pressure in almost 50% 
of the patients treated with griseofulvin 
(in systolic, not diastolic). 

Dr. H. B. ANsELL, Portland, Maine: In 
regard to albuminuria; I understand that 
Dr. Livingood is continuing the drug in 
cases of albuminuria. Dr. Robinson men- 
tioned a fairly large number of cases who 
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showed 
didn’t say what happened to them. 
Dr. M. M. Rozrnson, Washington, D.C.: 


It was a larger number than I expected. Tad : 


a series of close to 70, about 8 patients de- 


veloped albuminuria, The albuminuria varied — 
from a trace to 2+. All were then checked- 


with other kidney function tests. These 
tests revealed no reason for the albuminuria. 


The patients were kept on griseofulvin and E 
at present most of them are still on the drug. _ 


They still spill a little albumin. 

Dr. FRANK RotH Jr., Miami, 
would like to make a few comments regard- 
ing the sensitivity of the deep mycotic 
agents to griseofulvin—a point raised by 
Dr. Hildick-Smith. In our early study of 
griseofulvin we undertook a survey to de- 
termine the sensitivity of all recognized 
species of systemic and subcutaneous patho- 
genic fungi. We were especially interested 
in the etiologic agents of sporotrichosis and 
nocardiosis as we had such cases under 
study. Sporotrichum schenckii, in both the 
filamentous and yeast phase, was completely 
insensitive to griseofulvin in concentrations 
up to 25 mg. per ml., as were three strains 
of Nocardia asteroides. These tests were 
performed in vitro as test-tube assay pro- 
cedures. One must bear in mind, however, 
that in vivo response may show entirely 
different results. A good case in point is 
potassium iodide therapy in sporotrichosis, 
where excellent clinical response is obtained 
even though the fungus is insensitive to KI 
in in vitro testing. 

We have been interested in the occasional 
patient who shows an increase in Candida 
albicans in his lesions while on griseofulvin 
therapy. Preliminary studies suggest that 
species of Trichophyton form metabolites 
that suppress the growth of C. albicans. 
Thus the inhibition or removal of dermato- 
phytes from a lesion by the antibiotic may 
permit the yeast to become active and in- 
crease in numbers. Experiments similar to 
those used to show enhancement of patho- 
genicity of C. albicans for white mice by 
cortisone and chlortetracycline failed to 
demonstrate that griseofulvin pnhaseed. ex- 


albuminuria on tishin but kEi 


Fla.: I 





=e 


3 -277/815 = 


A 
áa 


Awe 


perimental candidiasis | in mice aa rabbits. 


= We believe that in the dermatomycoses the 
suppression of the fungus by the antibiotic 
may allow the yeast, which is insensitive to 
the drug, to surplant the primary etiologic 
- agent. 

Finally, we have observed that griseoful- 
vin therapy for as long as six weeks or 
more results in little change in skin sensi- 
evit to trichophytin. However, a number 
of patients with strong skin-test reactions 
accompanied by marked pruritus at the skin- 
test site report that the itching was largely 
reduced or eliminated when the trichophytin 
test was performed after 72 hours or more 


-© of griseofulvin therapy. This observation 
- may provide a partial explanation for the 
_ often dramatic abatement of symptoms ob- 


served in patients following a few days of 
treatment with griseofulvin. 
Dr. NORMAN J. GOLDFARB, New York: 


= In one case with a double infection of 


rubrum and moniliasis, the moniliasis was 
subdued by the rubrum to a great extent. 
_ The patient had a very mild paronychia. On 
~ griseofulvin, after a month or five or six 
weeks, the intertrigo began to appear with 
moniliasis which occurred between the toes, 
also of the hands, and the axillae, and this 


_ patient was then discovered to be diabetic. 


It is the first time the patient was found to 


be diabetic. If you do get this sudden flar- 
ing of Candida, you may be dealing with a 
_ suspected or possible diabetic. Thys was in 


the spring. 

Dr. M. R. Porano, The Hague, Holland: 
Is there any reason to withhold griseofulvin 
in cases of pregnancy? 

Dr. PAUL Lazar, Chicago: To the best 
of my knowledge, we did not treat any 


‘pregnant women. 


foal 


Dr. M. R. Potano, The Hague, Holland: 
The second question I want to ask is about 
the loading of patients with griseofulvin; 
as Dr. Blank pointed out, the blood level 
_ cannot be enhanced by giving a bigger dose. 
Is there any $ sense is giving such huge doses 

to load? peers note: The blood level is 


Dechaedl by giving a larger dose. What Dr. 
- Blank rela we was that ee the i 
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The third question I have to ask is to | 


Dr. Götz. He treated his patients with ony- 
chomycosis for a month. What was the 


condition of the skin in the meantime? 


When the skin is also affected it is not ex- 


pected that the skin becomes clear in one 


month, and reinfects the nails. 


Dr. Hans Gorz, Munich, Germany: It 


is important to look at the palms and soles. 


It is our experience that if there is at the | 


same time an infection of the soles and 


palms we should give griseofulvin for at i 
least eight weeks. The onychomycosis cases 


had no real infection that we saw of the 
soles and palms. The following is a sum- 


mary of the experience at the Hautkdiniki 


of the University of Munich, Germany : 


We had the opportunity to work with 
griseofulvin (Fulcin—Imperial Chemical In- — 


dustries, 


in Germany called “Likuden,” 


E 
r. 


made by the Farbwerke Hoechst) since 
Spring of 1959. By experimental and clin- 
ical studies we arrived at the following con- 


clusions : 


1. Eighteen species of fungi belonging — 


to the three genera showed a varying sensi- 
tivity to griseofulvin (0.33-20ug/cc.). 
2. Various strains of the same species 


taken from different locations showed vary- 


ing sensitivities. In general Trichophyton — 


rubrum is more sensitive than the Tricho- 
phyton mentagrophytes. Ka 
3. Blood serum, 10%, 


static effect. In tests with low concentrations 
of griseofulvin with the addition of fresh 
serum of some patient we observed a more — 


striking inhibition of certain fungi cena 


in combindsion f 
-with griseofulvin does not reduce the fungi- 


RA EA 


to the control tubes containing griseofulvin 


in the same dilution. 
4. Trials with Trichophyton rubrum sug- 
gest that this fungus can become resistant 


to higher concentrations of griseofulvin. 


We found one Trichophyton rubrum strain 
in a case of relapse to be less sensitive than 
before the treatment. 


5. The duration of the griseofulvin er 


apy necessary (given as 250 mg. tablets at 
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six-hour intervals) in cases of dermatophy- 
tosis caused by Trichophyton rubrum de- 
pends upon the location of the disease. This 
is primarily due to the thickness of the 
stratum corneum in the fungus-infested 
area. Therapy should be continued for at 
least three weeks when the infection is on 


the hyperkeratotic palms and/or soles. Per- 


sistence of the lesions and fungi has been 
noted in spite of continuous dosage up to 
119 gm. 

6. We have treated five patients with 
tinea unguium with griseofulvin up to six 
months. We have also treated 13 patients 
with the same disease with griseofulvin, 
in combination, however, with a keratolytic 
softening (sodiumthioglycolate, sodium- 
iodid, 8-hydroxyquinolin mixture) of the 
diseased nails and a single nail-bed cleansing. 
From the latter group 10 patients received 
griseofulvin therapy for four weeks only 
(either 42 gm, or 56 gm.), immediately 
after the removal of the infected nails. 
Until now this latter group has shown a 
very low rate of recurrence. In cases of 
nails being static in the cause of improve- 
ment by griseofulvin, to remove the nails 
and give a short-time treatment of griseo- 
fulvin seems to be the method of choice. 

7. No beneficial results were noted in 
cases of erythrasma, pityriasis versicolor, 
and moniliasis. However, in one case of 
erythrasma we observed a striking improve- 
ment of the inflammatory reactions. 

8. No serious side-reactions to the drug 
were noted. Routine periodic white blood 
counts in all 30 cases showed no pathologic 
changes. In one-third of the patients mild 
subjective disturbances occurred only at 
the onset of therapy (it is noteworthy to 
mention psychic disturbances in two cases: 
one complained of continuous irritability, 
the other of depression). In one case an 
urticarial rash developed on the fourth day 
of treatment. This did not compel us to 
discontinue therapy. 

9. Factors which may adversely influence 
the course of a tinea infection beiyg treated 
by griseofulvin are (a) a changing reac- 
tivity to the drug, (b) disturbances of the 
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peripheral blood flow and the absorptive 
ability of the bowel. In two cases of relapse 
we have noted an intensive hyperhidrosis. 
10. In cases of the hyperkeratotic type of 
tinea manuum et pedum fungous spores can 


- remain viable in the stratum disjunctum of 


the horny layer for as long as several 
months. The same applies to the distal nail 
parts in cases of tinea unguium. To prevent 
further spreading of the infection to inti- 
mate contacts it is necessary to apply a local 
antimycotic to the affected area. 


Dr. Harvey Brank, Miami, Fla.: As 
you increase the dose, the peak blood level 
achieved was not increased proportionately. 
It does increase to a certain point. Perhaps 
Dr. Child would like to enlarge on that a bit. 


Dr. K. J. Canip, Greenford, Middlesex, 
England: We find that the blood level in 
cats increases with the dose administered 
into the duodenum between 6.25 and 50 mg. 
per kilogram. If one can be allowed to con- 
vert this higher dose to body weight in man, 
it is something like 3.5 gm. We have given 
14, 1, and 2 gm. in man and have obtained 
an increasé in blood level with increasing 
dosage. It may be that you haven’t reached 
saturation point in man until you get to 3.5 
gm. or thereabouts. We did get a very high 
and more prolonged blood level where we 
gave 10 gm. per kilo to rats, and griseoful- 
vin could still be detected three days later. 
This may be the important thing. If you 
load the patient, the griseofulvin stays there 
longer. 


Dr. M. B. SULZBERGER, New York: Dr. 
Martin Fisher in our clinic several years 
ago—B. G., before griseofulvin, examined 
the families of patients with active T. ru- 
brum infections. We brought them into the 
clinic and took cultures. Whether that’s 
higher than subclinical T. rubrum infections 
in the general population or not, I do not 
know. At least there are many sources for 
reinfection in the homes of these patients 
and the question will arise sooner or later 
whether one must not treat the patient’s 
whole family if one wants to eradicate 
sources of exogenous reinfection. 
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About blood counts—we have a library 
of systematic, repeated blood counts in skin 
diseases. This has never been published. 
These were done by Dr. Frances Pascher 
to find if there were in skin diseases any 
true variations from the blood counts in 
normals. Maybe now something should be 
published about Pascher’s findings in order 
to give us all a base-line. 

Dr. STEPHEN ROTHMAN, Chicago: We 
saw in our small series what we at first 
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thought was transitory anemia with a de- 
crease in hemoglobin and red blood cell 
count. Therefore, we made a study to see 
if hemolytic anemia occurs with 1 gm. 
daily in one patient. The rate of red blood 
cell destruction was measured by adminis- 
tration of radioactive chromium. This was 
done in a man who took 1 gm. daily for 
six months. There was absolutely no change 
in blood destruction after this treatment. 


After-Dinner Remarks 


Symposium on Griseofulvin and Dermatomycoses 


DONALD M. PILLSBURY, M.D., Philadelphia 


Dr. Jones, Mr. President, Mr. Dean, dis- 
tinguished guests, ladies and gentlemen: I 
am glad that lengthy after-dinner remarks 
have become passé, especially in America. 
Į am always a little discouraged when I see 
someone listed as a speaker after a long 
and pleasant cocktail hour and dinner, and 
this feeling becomes more acute when the 
name which one sees is one’s own. This 
is not so true when the announced speaker 
is an individual of towering reputation, in- 
telligence, and/or wit, though even in cases 
such as this, one may not be readily in- 
trigued if the remarks begin at an hour 
past ten. In any event, I have no pretense 
of qualifying on these scores, and shall not, 
therefore, inflict myself upon you unduly. 

Since it is indicated in your programs 
that I am President of the XII Interna- 
tional Congress of Dermatology, it is per- 
haps appropriate that I make a few remarks 
about the progress of plans for the Con- 
gress. It has been almost three decades 
since an International Congress of Derma- 
tology met in this country, and we, the 
hosts, are determined that everything pos- 
sible shall be done to make the 1962 Con- 
gress as rewarding scientifically, and as 
pleasant socially, as possible. This requires 
much planning and, even at this early date, 
a fair amount of work. As you are aware, 
Dr. Marion B. Sulzberger is President of 
the International Committee, which consists 
of dermatologists from various parts of the 
world who have been elected by their na- 
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tional dermatologic societies. Dr. Earl D. 
Osborne, the American dermatologist chiefly 
responsible for the founding and growth 
of the American Academy of Dermatology, 
is fittingly the Secretary-General of the 
Congress, because the Academy is furnish- 
ing the basic financial support, with a sizable 
grant from the National Institutes of Health 
in addition. The responsibility for initial 
arrangements has therefore fallen princi- 
pally upon the three of us, but others are 
rapidly becoming ensnared, including a 
great many persons in this audience. The 
arrangements for hotels and meeting places 
in Washington have already been made, 
and I can assure you that these are superb. 
On the social side of the program, we have 
already made arrangements for the appear- 
ance of the Philadelphia Orchestra for a 
concert in Constitution Hall on Monday 
evening of the Congress week, and I am 
currently engaged in trailing Mr. Danny 
Kaye, and attempting to induce him to be 
the star of the evening for light entertain- 
ment, because I know of no one who has 
a greater appeal to an international audience. 
I think this is a good illustration of the 
lamentable fact that the longer one en- 
gages in medical organizational activities, 
the farther one is forced afield from medi- 
cine and science. The opening ceremonies, 
which are being arranged chiefly by Dr. 
Naomi Kanof of Washington, will be in the 
Carter Barron Amphitheater, and promise 
to be most impressive. The person who 
will welcome the delegates and guests to 
the Congress has not yet been chosen, but 
the designee will undoubtedly become more 
distinct after the national elections in No- 
vember, 1960. 


Lest I seem to emphasize the lighter 
side of the Congress too heavily, I should 
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again say that we are determined that there 
will be something rewarding and interest- 
ing scientifically for almost any scientist 
or physician who attends the Congress, re- 
gardless of his individual scientific persua- 
sion, Among the discussers and scientific 
exhibiters, we shall have a number of per- 
sons who are not clinicians, and who may 
be working in scientific fields having no 
apparent relation to dermatology. The 
scope and form of the scientific program 
will become more distinct after a meeting 
of the Scientific Program Committee in 
December, 1959, but cannot be finally out- 
lined until it has been discussed and ap- 
proved by the International Committee at 
a meeting to be held in Geneva, Switzerland, 
in September, 1960. After this time, the 
details of the Congress program will be- 
come clear. Those of us who have chief 
responsibility for the arrangements fully 
realize that there will be persons who will 
be disappointed in respect to having their 
own presentations on the Congress program, 
but we shall endeavor to make these deci- 
sions objectively and with due delibera- 
tion, with advice from competent members 
of the Scientific Program Committee in 
every case, It is perhaps a characteristic 
of international scientific meetings of all 
types to include too much material which is 
old and obsolete, and to depend too heavily 
at times upon more senior physicians and 
scientists with illustrious and well-earned 
reputations, but with their active contribu- 
tory careers too long behind them. 

I am hopeful that the general theme of 
the Congress will be a delineation of the 
ways in which basic scientific information 
and methods are developed and reach their 
final application to diseases of the skin in 
man. I have long been interested in meth- 
ods of increasing the efficiency of this 
transition. During the two days of the 
current symposium we are discussing a drug, 
griseofulvin, which was originally discov- 
ered and reported in 1939, and again de- 
scribed in 1946. It remained for Dr. Gentles 
to demonstrate brilliantly the applicability 
and usefulness of this compound to human 
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disease, but one may ask why it was not 
applied to man in less than 19 years after 
it was first discovered. This is not a good 
record, and brings me to the concluding por- 
tion of these brief remarks, in which I shall 
cite the progress of dermatologic investi- 
gation and practice particularly, but only to 
illustrate the problems which confront us 
in applying basic investigative progress to 
the conquest of human disease, in all 
branches of medicine and surgery. 

I think that the number and high qual- 
ity of the presentations at this symposium 
are illustrative of the vigor and extent of 
the facilities available for dermatologic and 
mycologic investigation at the present time. 
The mycologically controlled clinical investi- 
gations of the compound could have been 
done just as well 20 years ago as during 
the past year. On the other hand, some 
of the papers report studies which could 
not have been carried out by the personnel, 
methods, and facilities available 10 or even 
5 years ago. I should like to outline briefly 
the ways in which such facilities have de- 
veloped, and the prospects for the future. 

Prior to World War II, it could safely 
be said that there was not a single investi- 
gative center in the United States in which 
broad-scale studies with the skin as the 
chief organ of reference were being car- 
ried out with adequate physical facilities, 
and with personnel trained in the various 
disciplines which must be brought to bear. 
I need not dwell upon the status of clinical 
dermatology in the general medical scheme, 
nor the paucity of persons with broad 
fundamental training interested in the clini- 
cal aspects gf this branch of medicine, nor 
upon the extraordinary disinterest of most 
basic medical scientists in the skin as an 
organ. There were isolated giants who con- 
tributed much of a basic nature, but there 
were not enough of them, and they worked 
with too little support and encouragement. 
In the field of mycology, we owe much to 
scientists such as Weidman, Conant, Em- 
mons, and others, who kept the torch 
lighted and held high. Mycology is a rather 
neglected discipline in many departments 
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of microbiology, and dermatologists have 
helped significantly in keeping it alive. 

The dermatologic experience in the 
armed forces of World War II placed a 
glaring spotlight upon many deficiencies of 
our knowledge of the skin, both in terms 
of the fundamental mechanisms of disease 
states, and of its basic physiology, chemis- 
try, and anatomy. To repeat one oft-cited 
figure, among the land forces in the south- 
west Pacific during World War II, more 
persons were returned to the United States 
by reason of a disease affecting the skin 
than by reason of battle injury. Only in 
neuropsychiatric disease were the numbers 
greater. 

Following the War, the Rockefeller Foun- 
dation evidenced some interest in extending 
the scope and caliber of dermatologic in- 
vestigation, and gave some support to a 
few institutions. The National Research 
Council organized a subcommittee to deal 
with these matters, though the lack of fi- 
nancial support to the subcommittee re- 
sulted in more talk than action. In an effort 
to stimulate more studies, a few grants-in- 
aid were made by the National Institutes 
of Health to support dermatologic investi- 
gation, though I can assure you that many 
of these were approved by the various 
Study Sections and Councils with consider- 
able doubts and mutterings. Even greater 
impetus was obtained through the National 
Advisory Health Council of the NIH, when 
it declared dermatologic investigation to be 
a “neglected” area, along with several other 
fields of medical science. This has resulted 
in a growing scope of support through 
which any competent scientist who submits 
a well-conceived idea for dermatologic in- 
vestigation, and proof of facilities to carry 
it out, will have the most sympathetic con- 
sideration of the application, and a very real 
chance of support. 

A more recent phase of this progress 
has occurred in the establishment of re- 
search training grants in dermatology. This 
will further aid the development af a few 
centers in which problems of considerable 
scope and complexity can be undertaken, 
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with adequate laboratories, and with staff 
members who are capable of contributing 
from an intimate knowledge of various 
basic science disciplines. This must of ne- 
cessity be a fairly limited program, because 
over-development of special investigative 
facilities for “minor” clinical specialties in 
too many medical schools would result in 
imbalance, and would also soon become un- 
supportable financially. It is with the great- 
est satisfaction that I can report that in 
several Departments of Dermatology in this 
country, the facilities and personnel for 
detailed broadly basic studies are most im- 
pressive. Without specifying places, I 
should say that in general there are three 
such centers on the west coast, possibly 
three in the midwest, and three in the east. 

And, now, one last point. In clinical de- 
partments of medical schools, the prime 
responsibility of the staff is obviously the 
control and cure of disease in man; there 
is no escaping this. Some individuals trained 
in clinical departments may eventually elect 
to work entirely in a basic science depart- 
ment, and a large nation-wide program to 
bring this about is bearing fruit. Others 
who have received research training may 
eventually become engaged almost entirely 
in clinical work, but they will always be 
better physicians for having had such train- 
ing. The chief gain from such programs 
is in the development of persons who may 
be called “bridgers,” who can appreciate 
the significance of progress in basic sci- 
ence in terms of applicability to human dis- 
eases. If these individuals are lacking either 
in an adequate grounding in basic science 
or in the problems presented by clinical 
practice, this application will not occur. 
In the councils of Foundations and national 
health organizations, one hears repeated af- 
firmation of faith in the ivory tower, with 
kneeling and incantation to a scientific re- 
ligion which is untarnished by any obliga- 
tion of curing disease in man. One can 
do nothing but applaud this. However, I 
feel that too great emphasis upon basic 
science may result in imbalance, and in de- 
laying the application of fundamental sci- 
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entific advances to human disease, which we 
as physicians have a solemn obligation to 
bring about. In one of his last interviews 
with the press, the late Dr. J. C. Rhoads 
of Memorial Hospital spoke out strongly 
against placing applied investigation too low 
on the totem pole. We cannot advance un- 
less we have more individuals with solid 
basic grounding who are also interested in 
clinical medicine, in dermatology or any 
other medical or surgical branch. In all 
this we shall need all the assistance from 
basic scientists that we can get, but there 
must be more individuals with one foot 
firmly planted in the laboratory, and the 
other in the clinic, if the rising flood of 
knowledge from basic investigative studies 
is to be applied wisely and expeditiously 
to the many unsolved problems of human 
disease and misery which confront us daily. 

And finally, I would like to thank, on 
behalf of all of us, the organizers of this 
symposium, Dr. Blank and his colleagues, 
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and the University of Miami, for their 
efforts in presenting a really first-class 
meeting, and the McNeil subsidiary of 
Johnson and Johnson for their support, and 
for this splendid function tonight. It has 
been most valuable to have this extensive 
summary of unpublished material presented 
en bloc, rather than for it to appear in 
“dribs and drabs” at isolated meetings and 
in many journals. I think also that the ma- 
terial presented here is an illustration of 
the vigor and effectiveness with which a dis- 
tinctive new compound can be studied from 
all standpoints through a truly cooperative 
and integrated effort by the pharmaceutical 
industry, academic departments, and inter- 
ested agencies of the Government. This has 
been done with great competence, and 
summarized at this symposium without 
prejudice. As such, it represents a real 
contribution to applied science. 


Department of Dermatology, School of Medicine, 
University of Pennsylvania (4). 


Abstracts from Current Literature 


STATISTICAL STUDY OF ONE HUNDRED Forty-ONeE CASES or PRURIGO MITIS OBSERVED AT THE 
DERMATOLOGY SERVICE OF THE UNIVERSITY OF BARCELONA, X. VILANOVA and J. M. Car- 
DEVILA, Actas dermo-sif. 50:357 (Aug.-Sept.) 1959. 

The authors present a study of 141 patients with prurigo mitis in which 72 presented 
enough evidence as to its. etiology. The other 69 made only the initial visit which may 
indicate that they only presented a single attack of this condition. Of those studied, 1% had 
a vitamin F deficiency or were sensitive to pediculus corporis, 25% had intestinal parasites, and 
19.5% had poorly balanced diets. An abnormal sensitivity to intestinal bacteria was found in 
35% of the patients. This was demonstrated by intradermal tests to dilutions of intestinal 
bacteria. In these cases the treatment was a sulfamide of slow intestinal absorption followed by 
the administration of intestinal ferments. The results were very satisfactory. In 13% no cause 
could be found. 

CANIZARES, New York. 


SYPHILIS IN SPAIN. LUIS DE LA Cuesta ALMOCID, LUIS ALVAREZ LOVELL, and CARLOS GAY 

MARTINEZ-FRESNEDA, Actas dermo-sif. 50:361 (Aug.-Sept.) 1959. 

The authors present an extensive and well-documented article reviewing the incidence 
and geographic distribution of syphilis in Spain during the last two decades. Numerous 
statistics illustrate the different phases of the epidemiology of this disease, comparing its 
incidence in Madrid and Seville. A carefully planned campaign against syphilis is outlined. 


CANIZARES, New York. 
PAPULAR MUCINOSIS OF THE SCLEROMYXEDEMATOUS Type. R. Decos, Ann. dermat. et syph. 
86 :486-495 (Sept.-Oct.) 1959. 

The author publishes this case because he thinks it is the same as that reported by Nicolau 
and Balus under the name of generalized micropapular dermatosis with reticulofibrocytic 
structure. He believes that his case, as well as that of Nicolau and Balus which it resembles 
closely, is another example of papular mucinosis. There are excellent pictures and a short, 
but well chosen, bibliography. 

DergBES, New Orleans. 


CONTRIBUTION TO THE HISTOLOGY AND HISTOCHEMISTRY OF SEBORRHEIC VERRUCA. R. ANDRADE 

and G. K. STEIGLEDER, Ann. dermat. et syph. 86 :495-505 (Sept.-Oct.) 1959. 

The author studied thirteen cases of seborrheic verruca which corresponded to the diagnosis 
of basocellular papilloma. In four of these cases a mechanical irritation produced an edema 
of the intercellular spaces which facilitated study of the sites of union. They concluded that 
the cells which make up the seborrheic keratosis possess intercellular bridges and thus belong 
to the spinous type. A basal-cell epithelioma of the superficial variety which was treated 
and studied in the same fashion gave negative results. For this reason, the seborrheic keratosis 
should not be related to the basal epithelioma. The term basal-cell papilloma can add to 
the confusion and does not seem to correspond to reality. It would be better to call these 
senile papillomas, or, even better, to call them late verrucous epithelial nevi as Ormsby and 
Montgomery proposed. 

Derses, New Orleans. 


DERMATOZOONOSIS CAUSED BY STINGS OF THE CULICoIDES Fry. N. A. GuIMARAES and J. E. 
OLIVEIRA RocHa, Ann. dermat. et syph. 86:506-517 (Sept.-Oct.) 1959. 

These small insects are known locally as Maruins or Muruins, and are very numerous 
in certain points of the coast and the interior of Brazil. In spite of this, there exists 
essentially nothing in the dermatologic literature of South America with regard to the skin 
changes produced. Difficulties are presented in the diagnosis of such patients who at times 
may present themselves with lesions of prurigo, with lichenoid eruptions or with impetiginized 
or eczematized dermatitis. Best gosults in treatment were obtained by the use of topical 
corticosteroides. 

Derses, New Orleans. 
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KerIoN Dur To ACHORION QUINCKEANUM. M. I. ALTERAS, Ann. dermat. et syph. 86 :518-524 
(Sept.-Oct.) 1959. 

The interesting aspect of this case is the appearance of the parasite in the infected hairs 
which take the appearance of the favic as well as the microid form. Experimental innocula- 
tion of this organism, isolated, produced both in animals and in men lesions of a particular 
virulence. 


Derpes, New Orleans. 


CRITERIA FOR THE DIAGNOSIS OF A SYPHILITIC INFECTION. RAFAEL GARZON Jr. and RUBÉN 
PELLANDA, Arch. argent. dermat. 9:1 (March) 1959. 

The authors review the criteria accepted by various syphilologists as necessary to establish 
the diagnosis of syphilitic reinfection. This is presented in a large and detailed chart. Several 
cases are reported to demonstrate the difficulties encountered in the application of such 
criteria. The authors agree with Moore that evidence of sufficient treatment must be considered 
of the utmost importance. 

CANIZARES, New York. 


ERYTHEMA ELEVATUM DIUTINUM. JORGE ABULAFIA and Davin GRINSPAN, Arch. argent. 
dermat. 9:11 (March) 1959. 

The authors review the literature on erythema elevatum diutinum and report the clinical 
history of a woman with typical lesions on the skin and buccal mucosa. Since the histologic 
picture resembles that of the inflammatory purpura, an allergic origin is accepted for this 
picture. 


CANIZARES, New York. 


Mivxkers’ Noputes. Santiago J. Mostos, Arch. argent. dermat. 9:27 (March) 1959. 

The author reports three cases of milkers’ nodules. One was acquired in the usual manner 
from milking, while the other two became infected by handling the viscera of slaughtered 
animals. 

CANIZARES, New York. 


Funct CAUSING DERMATOMYCOSIS IN TUCUMAN (ARGENTINA). FEDERICO J. Herrero, Arch. 

argent. dermat. 9:39 (March) 1959. 

Mycologic studies of 200 cases showed that the most common agent of tinea capitis was 
Microsporum canis. On the dermatophytosis of the body, Candida albicans and Malassezia 
furfur were the most frequently observed. 

CANIZARES, New York. 


URTICARIA CAUSED BY PENICILLIN AND ASPERGILLUS FLAVIPES. FERNANDO N. FEIJOO, 
GERARDO A. CONTRISTANO, and GABRIEL A. ALBARRACIN, Arch. argent. dermat. 9:43 
(March) 1959. 

The author reports a case of chronic urticaria brought about by penicillin. The chronicity 
was due to sensitization to Aspergillus flavipes, found in the intestine of the patient. Skin 
test with an extract of this fungus gave a positive reaction. 

CANIZARES, New York. 


CONTACT DERMATITIS DUE TO CHLORPROMAZINE IN Nurses. AGusto M. CASALA and MARTHA 

Menpoza, Arch. argent. dermat. 9:47 (March) 1959. 

The authors stress the high incidence of contact dermatifis due to chlorpromazine in 
nurses and report 13 cases. A 10% solution gave strongly positive patch tests. Only one 
patient reacted to a patch test with chlorhydrate of promazine which indicates low cross 
sensitivity between the two substances. Prophylactic measures are outlined to avoid the increase 
or repetition of this dermatitis. 

CANIZARES, New York. 


PREDNISULONE AND WADE’S PHENOMENON. Norserto OLMos Castro, Pascuat B. ARCURI, 
Ricarpo L. Usan-Divaras, MIGUEL Conejos, ANGEL BONATI, ENRIQUE J. LEBRON, and 
Lazaro B. Toranzos, Arch. argent. dermat. 9:53 (March) 1959. 

The seven authors performed studies in two dogs and found that the administration of 
prednisolone inhibits temporarily the hypersensitivity to Mycobacterium leprae (Wade's phe- 
nomenon). * 

CANIZARES, New York. 
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_ ABSTRACTS FROM CURRENT LITERATURE 


GENERALIZED AND GRANULOMATOUS TINEA PRODUCED BY TRICHOPHYTON ToNsuRANS, LUIS 

BEREINA and Josera NovaALes, Dermatologia ( Méx.) 3:4 (Jan.-March) 1959. 

A case of generalized and granulomatous tinea produced by Trichophyton tonsurans in 
a girl 7 years old is reported. The disease began 20 days after birth, and the transmission 
came from her family where four relatives had superficial tinea infections. It is suggested 
that the parasite penetrated through hair follicle and sweat ducts. It is believed that the 
survival of the fungi in living tissues and formation of generalized granulomatous lesions 
was the result of lack of inmunologic response. 


CANIZARES, New York. 


RELATIONSHIP BETWEEN TRICHOPHYTON MENTAGROPHYTES AND TRICHOPHYTON RUBRUM. 

Hans Görz, Dermatologia (Méx.) 3:17 (Jan.-March) 1959, 

The author states that it is a known fact that the increase in Trichophyton rubrum goes 
parallel with a decrease of T. mentagrophytes. A mycologic study of 46 patients with lesions 
on hands and feet is presented. A reexamination was held after five years; in 75% the 
parasite persisted. Nineteen had been originally positive to T. mentagrophytes. In six of 
them T. rubrum was isolated in the second study, and in 13 T. mentagrophytes persisted. 
This suggests a possible change of T. mentagrophytes into T. rubrum. This change seems 
to take place in the patient and not in culture media, 


CANIzARES, New York. 


GRISEOFULVIN IN DEEP CUTANEOUS Mycoses: PRELIMINARY REPORT OF THE THERAPEUTIC 
RESULTS OBTAINED IN A CASE OF Mycetoma Causep BY N. BRASILIENSIS AND ONE OF 
SPOROTRICHOSIS Caused by S. SCHENCKII. FERNANDO LATAPI, PEDRO LAVALLE, JOSEFA 
NovaLes, and YoLANDA ORTIZ, Dermatologia (Méx.) 3:34 (Jan.-March) 1959. 

The authors report a case of mycetoma caused by Nocardia brasiliensis affecting the left 
foot, without bone involvement, of three years’ duration. Griseofulvin was given, 250 mg. 
four times a day. After four days there was a noticeable clinical improvement and apparent 
clinical cure in two months, but N. brasiliensis could still be cultured from the minimal 
lesions present. A child with facial lesions of sporotrichosis was treated with 250 mg. twice 
daily with clinical “cure” in four weeks. The authors conclude that the results obtained show 
the effectiveness of griseofulvin in these conditions, but that definite conclusions can only 
be made after a long period of observation of the cases. 


CANIZARES, New York. 


“IN VITRO” ACTION oF SODIUM PROPIONATE AND UNDECYLENIC ACID ON SOME SPECIES OF 
CANDIDA. Pepro NEGRONI and C. Briz DE NeGroNI, Bol. Soc. Cubana dermat. afs 15:112 
(Sept.-Dec.) 1958. 

Candida aldoi, deformans, guilliermondi, krusei, parakrusei, tropicalis, and pseudotropicalis 
have shown greater resistance “in vitro” to sodium propionate at 0.2% and 0.8% and to 
undecylenic acid at 0.002% and 0.008% than C. albicans, brumpti, parapsilosis, pulcherrima 
stellatoidea, solani, triadis, and zeylanoides. Increase in the concentration used did not affect 
the funguistatic action. 


CANIZARES, New York. 


VALUE OF DERMATOGRAPHY IN THE DIAGNOSIS OF SKIN DISEASES. Horacio ABAscaL, Bol. 
Soc. Cubana dermat. sif. 15:125 (Sept.-Dec.) 1958. 

The author stresses the value of “dermatography,” prints made on paper by a technique 
similar to the one used for fingerprints as a method of investigation of skin diseases. With 
this procedure, which he has used for over 20 years, he studied a variety of skin conditions 
affecting not only the extremities but any region of the body. 


CANIZARES, New York. 


PEMPHIGUS VEGETANS AND PYODERMITIS VEGETANS. Luts E. PIERINI, Bol. Soc. Cubana 

dermat. sif. 15:134 (Sept.-Dec.) 1958. 

There is a pustular variety of pemphigus vegetans which is benign and should be called 
pemphigus vegetans of Hallopeau, which, together with the bullous type of Neumann, are 
the vegetating form of pemphigus. There is also a true pyoderma vegetans which affects the 
same areas and has the same clinical appearance as the previous one but has different histo- 
logic changes and evolution, as it does not affect the general health. This should be called 
pyoderma vegetans, but the name_of Hallopeau should not be attached to this condition, as 
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this author, and many others, classified it in the pemphigus group. There are also borderline 
cases difficult to classify. 
CANIZARES, New York. 


TREATMENT OF MONILIASIS OF THE FOLDS WITH THE PREPARATION 45705-A (A Powper Con- 
TAINING MycostATIN, NEOMYCIN, AND GRANEODIN). PAstTor FARINAS, Bol. Soc. Cubana 
dermat. sif. 15:140 (Sept.-Dec.) 1958. 

The author reports excellent results obtained in the treatment of acute moniliasis of 
the folds with the use of a powder containing Mycostatin, neomycin, and neomycin and 
gramicidin (Graneodin). The preparation was especially effective in early, oozing, acute 
lesions. No side-effects were observed. 


CANIZARES, New York. 


OCCUPATIONAL DERMATOSES IN WoRKERS ASSURED BY THE MEXICAN INSTITUTE OF SOCIAL 
INSURANCE IN MONTERREY. Nuervo LEON and JUVENTINO GONZALEZ BENAVIDES, Bol. Soc. 
Cubana dermat. sif. 15:144 (Sept.-Dec.) 1958. 

The author reviews the cases of occupational diseases observed in a period of 10 years 
of which 42.5% were dermatoses. In 59.1% the cause was mechanic (friction, pressure, 
trauma), in 21.3% they were due to physical agents. A chemical etiology was found in 15.7% 
of the cases and biologic causes (bacterial, fungi, parasites) in 3.7%. 


CANIZARES, New York. 


A New CLINICAL VARIETY OF CHROMOBLASTOMYCOSIS : PSEUDO-KELOIDAL TYPE. JOSE ALFONSO 
ARMENTEROS and Oscar Romero JorDAN, Bol. Soc. Cubana dermat. sif. 15:152 (Sept.- 
Dec.) 1958. 

The authors review the clinical varieties of chromoblastomycosis observed in Cuba and 
report the case of a woman with lesions of 4 years’ duration, on the left foot, and repeated 
lymphangitic, febrile attacks on the left leg. On the ankle and lower third of the leg there 
were numerous nodular lesions which resembled keloids. Mycologic studies confirmed the 
diagnosis. The fungus could only be obtained in the form Acrotheca, and for his reason 
the authors believe that it should be called Acrotheca pedrosot. 


CANIZARES, New York. 


PIGMENTED, RETICULAR, INTERSCAPULAR DeRMATOSIS. Dario ARGUELLES CASALS, Bol. Soc. 
Cubana dermat. sif. 15:166 (Sept.-Dec.) 1958. 

The author again calls attention to a pigmented reticular dermatosis located in the inter- 
scapular region described by him in 1938. The condition is relatively frequent in Cuba and 
has been reported in Brazil and Argentina. As possible etiology, a traumatic factor, due to 
scratching, and liver and ovarian disturbances are mentioned. 


CANIZARES, New York. 


ATAXIA-TELANGIECTASIA IN CHILDREN. Ropert G. SIEKERT, HAppow M. Kerta, and FRANCIS R. 

Dion, Proc. Staff Meet. Mayo Clin. 34:581-587 (Dec. 9) 1959. 

Cerebellar ataxia, choreoathetosis, and telangiectasia of the bulbar conjunctiva consitute 
the syndrome. Telangiectasia may also be found in the skin of the anticubital areas and 
ears. The cerebellar lesion is one of slowly progressive degeneration. The three cases herein 
reported, adding to the ten in the literature, were all in girls, two of them in one family. 

Dun Lap, Chicago. 


LEPROMIN REACTION IN INDIVIDUALS IN CONTACT WITH PATIENTS WITH LEPROSY. NORBERTO 
Ormos Castro, Pascuat B. Arcurt, and Lazaro B. Toranzos, Leprologia 3:11 (Jan.- 
June) 1958. 

The authors present the frequency of the reactions to hypersensitiveness (Fernandez test) 
and resistance to lepromin (Mitsuda test) in persons in contact with lepromatous and tuber- 
culoid leprosy, divided in groups of different ages. Of those tested 41.4% gave a positive 
Fernandez test and 76% a positive Mitsuda test. The authors conclude that the Fernandez 
test is of significant value and that it is more accurate to prove sensitization than is the 
Mitsuda’s reaction to prove the resistance of the contactsqyesistance which has been provoked 
by the infective focus. 

CANIZARES, New York. 
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TREATMENT OF LEPRA REACTION WITH PREDNISONE, CARLOS A. ConsIGcLi, Roperto BIAGINI, 
and CONSTANTINO VazQuez, Leprologia 3:16 (Jan.-June) 1958. 
The authors report six cases of lepra reaction treated with prednisone with excellent 
results. They state that, in some cases, prednisone is superior to the other treatments used 
until now in the lepra reaction. i 


CANIZARES, New York. 


HISTOCHEMICAL CHANGES OF THE LEPROMATOUS GRANULOMA TREATED WITH METHYLENE 
BLUE. Meny Bercet, Leprologia 3:21 (Jan.-June) 1958. 
The author studied the action of methylene blue in lepromatous tissue and found that 
it stained strongly “in vivo” and “in vitro” lepromatous and “yellow fat” tissues but did not 
stain the normal ones. 


CANIZARES, New York. 


EVALUATION OF THE PATIENTS DISCHARGED FROM THE DERMATOLOGIC DISPENSARY OF THE 
CENTRAL INSTITUTE OF LEPROLOGY FROM 1954 To 1957. Enrique D. L. JONQUIERES, 
Hector J. SANCHEZ CABALLERO, ERNESTO T. CAPURRO, and FERNANDO F. MERCADANTE, 
Leprologia 3:30 (Jan.-June) 1958. 

On a study of 171 patients with leprosy discharged from the Dispensary the authors point 
out the great improvement caused by the administration of sulfone therapy on the tuberculoid 
and indeterminate patients, Only two lepromatous cases were discharged in this series. 


CANIZARES, New York. 


THE THIOCYANATES IN LEPRA REACTION. ALBERTO J. MELAMED, Leprologia 3:44 (Jan.-June) 
1958. 
The administration of thiocyanates to patients with leprosy either provoked or aggravated 
a lepra reaction. In some cases the addition of phenylbutazone increased the action of thio- 
cyanate. The author states that the mechanism of action of thiocyanate may be similar to 
the one of iodides, since both have the same effect on the gelatinous and collagen tissues. 


CANIZARES, New York. 


SERIAL PROTEINOGRAMS IN LEPRA REACTION TREATED WITH ANTI-INFLAMMATORY HORMONES. 
ALBERTO J. MELAMED and Arturo BARCIA, Leprologia 3:57 (Jan.-June) 1958. 

Serial studies of paper electrophoresis showed an increase in the albumin and a decrease 
in a-2-globulin simultaneous with the administration of steroid hormones and clinical control 
of lepra reaction. This was reversed when the medication was decreased and clinical relapse 
occurred. 


CANIZARES, New York. 


è 5 289/887 


Books 


Praktische Spermatologie (in German). By Dr. H. W. Vasterling, Gynecologic Clinic, 
University of Gottingen, Germany. Price, $6.40. Pp. 224, with 86 illustrations and 20 
tables. Georg Thieme Verlag, Herdweg 63, Stuttgart-N, Germany, (obtainable in 
U.S. from Intercontinental Medical Book Corporation, New York 16, N.Y.), 1960. 


This monograph on practical spermatology deals with the diagnosis and therapy of male 
sterility. It contains chapters on anatomy, biology, and functions of the male sex organs; detailed 
description of semen; procedures of fertility examinations of the male; male hypogonadism; 
critical appraisal of male fertility; and therapy of fertility disturbances. 


The author states that therapeutic results of male fertility disturbances are not very encourag- 
ing and that the significance of artificial insemination in the treatment of sterility is highly 
overrated. 


An up-to-date bibliography on the subject is added. This monograph gives a thorough 
presentation of all significant examination procedures in spermatology and should be valuable 
to physicians of various specialties. 


1. Michael Gets the Measles. 2. Dear Little Mumps Child. 3. Peter Gets the Chickenpox. 
4. Doctors’ Tools. By Marguerite Rush Lerner, M.D. Price, 1-3 $2.75, 4. $1. Medical 
Books for Children, Upper Midwest Building, Minneapolis 1, Minn., 1959. 


My stack of books for review was surprisingly and delightfully brightened by these four 
medical books for children. The stories explain various stages of common childhood illnesses 
accurately yet reassuringly to the child. The prose is pleasing with the jingle-type of rhyme 
that children themselves create and understand. The illustrations are bright, colorful, and 
mirror the prose as well as complement it. These four books by Dr. Marguerite Rush Lerner, 
clinical instructor of dermatology at Yale, as well as the mother of four children, reflect a 
true understanding of the child in his illness. The honest exposition, plus an added page of 
detailed information for parents “all about the disease,” provides understanding for the parents 
and ammunition should the child be scientifically curious. 


We recommend the books for your reception room and suggest that they be chained down. 
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An Unusual Autoimmune Syndrome 


Erythema Annulare Centrifugum, Generalized Pigmentation and Breast 


Hypertrophy 


WALTER B. SHELLEY, M.D., Ph.D., and HARRY J. HURLEY, M.D., D.Sc. (Med.), Philadelphia 


For the past year we have studied a young 
woman with a unique triad of findings: 
enormous breast hypertrophy, generalized 
melanederma, and, finally, thousands of 
pruritic polycylic bands undergoing con- 
tinuous migration over the skin surface. We 
have encountered nothing of this kind in 
our clinical experience or in the literature. 
Intensive investigative studies disclosed the 
presence of an autoallergic state. The pa- 
tient proved to have specific circulating auto- 
antibodies to her own cystic breast tissue. 
In addition, her serum showed a strongly 
positive L.E. phenomenon. Accordingly it 
is our wish to record and to attempt to 
interpret these clinical observations and 
laboratory studies. 


Report of a Case 


The patient, a 26-year-old white woman, was 
first seen by us in October, 1958.* At that time 
she presented the three problems (Figs. 1, 2, 3) 
of breast enlargement, melanoderma, and gyrate 
migratory bands. ` 

Although she had had purpura and an attack 
of poison ivy dermatitis early in her teens, her 


Submitted for publication Aug. 14, 1959. 

This work was supported by Army Research 
Contract No. DA-49-007-MD-154. 

Present address: Department of Dermatology, 
Hahnemann Medical College, Philadelphia (Dr. 
Hurley). 

From the Department of Dermatology, Uni- 
versity of Pennsylvania School of Medicine, 
Philadelphia. ? 

* Kindly referred to us by Dr. F. Curtis Dohan 
and Dr. Arthur F. Randleman. ~ 


present dermatologic problem began in the sum- 
mer of 1948 as a pruritic papular eruption of the 
presternal area. During the fall of 1948 the erup- 
tion spread to her shoulders and by spring of 1949 
had involved her back as well as the medial sur- 
faces of her thighs. There was no pigmentation 
nor vesiculation noted at this time. The most 
striking feature was the intense burning itch 
which was often worse at night. The eruption 
continued to spread always in a symmetric pat- 
terning. 

In 1953, on the advice of her physician, she 
took cortisone in a dosage up to 150 mg. per day 
for a period of about six months. This was 
temporarily effective in suppressing the eruption 
and itching. Interestingly, iodine enters the history 
in two distinct ways. The patient stated that from 
1948 through 1953 she had applied diluted Lugol’s 
solution (1 teaspoon in 4 oz. of baby oil) over 
her entire body four or five times each summer 
to simulate and stimulate tanning. Secondly, dur- 
ing this period, she lived within two blocks of a 
factory where large open vats of iodine (used in 
curing rubber) frequently resulted in an iodine 
odor to the air. She was married in 1953, and 
shortly thereafter the problem of breast enlarge- 
ment first became obvious. This proved progressive 
but complete endocrinologic studies in 1954 failed 
to reveal any abnormality. At that time she re- 
ceived a short second course of cortisone therapy. 

The ringed lesions were first noted on the medial 
thighs in 1953 and these slowly began to spread. 
At all times pruritus was a major problem. She 
believes a diagnosis of dermatitis herpetiformis 
may have been made at that time. A sulfonamide 
preparation was prescribed but had to be dis- 
continued since it produced a dermatitis of her face. 
It was, however, without effect on the primary 
eruption. She noted hyperpigmentation of her 
ankles and popliteal spaces first in 1953 also, so 
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Fig. 1—Vuiew of breast 
hypertrophy, pigmenta- 
tion, and gyrate lesions. 
The heavy dark pigment 
of the arms, as well, is 
shown in contrast to 
the lighter areas on the 
skin of the 
degree ot 


stretched 
breast. The 
pigmentation is correlated 
with the number of gy- 
rate lesions. All of these 
gyrate lesions were in 
slow continual migration 


over the skin surface. 


that the syndrome of breast enlargement, gyrate 
lesions, and melanoderma has been present, always 
in increasing degree, for the past five years. By 
1955 the migratory lesions had assumed great 
prominence and friends began to comment on her 
darkened skin. The breasts showed constant sym- 
metrical enlargement. Throughout all this, her 
menstrual cycle was normal, and without primary 





. Fig. 2—View showing normal skin of the face 
in contrast to the heavy pigmented skin of the neck. 


56/890 : 








effect on the skin. The breast enlargement eventu- 
ally imposed a severe social, as well as physical, 
burden on the patient. It was estimated that the 
breasts weighed twenty pounds. 

The patient’s general health had been good but 
for the progressive fatigue and weakness, Previous 
revealed note than a 
skull fracture at age 6. Her family history was 
noncontributory. She had normal intelligence, 
graduating from high school at age seventeen, and 
attaining average grades. After high school she 
had worked in restaurants, as well as having done 
office work. The patient had always lived in New 
Jersey and had never been out of the United 
States. In 1956, an exploratory laparotomy failed 


history nothing of other 


to reveal more than a cyst of the left ovary which 
effect on the eruption or 
breast hypertrophy. During 1956 she also had a mis- 
carriage. A recent skull x-ray and chest plate had 
revealed no abnormalities. 

In November, 1958, the patient was admitted 
to the University Hospital for diagnostic study. 
At the time of admission her skin was strikingly 
pigmented with the deep grayish-black color of 
intradermal pigment rather than with a normal 
brown tan. The golor change was universal except 
for the face, scalp, palms, and soles. In certain 
areas, especially over the stretched skin of the 
breast, the color change was less striking and 
patchy, but otherwise it was of a rather uniform 
deep shade. The color transition at the neck was 
remarkably sharp (Fig. 2). The pigmentation 
was exceptionally dense in areas not exposed to 
the sun. 


was excised without 


The firm elevated migratory bands (Fig. 4) 
showed some erythema, despite the overlying pig- 
ment. Measuring 1-3 mm. in width and 3-4 cm. 
in length, th&e urticarial ridges advanced 2-3 mm. 
a day in a.wave-like progression. Several centi- 
meters of uninvolved yet pigmented skin existed 
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Fig. 3—(a) View of 
erythema annulare cen- 
trifugum lesions of legs, 
as well as hyperpigmen- 
tation (November, 1958). 
(b) Same view in June, 
1959, showing complete 
involution of lesions after 
surgery and steroid ther- 
apy. 





Fig. 4—Close-up of 
urticarial band lesions on 
forearm. Note the fine 
scaling seen behind the 
advancing or convex edge 
of the waves. These 
waves traveled at a rate 
of about 2 mm. a day. 





i 
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between ridges. The convex border of the poly- 
cylic band was the advancing border. Three to 
four millimeters behind the advancing edge one 
often saw a fine superficial scaling such as is 
observed in erythema annulare centrifugum lesions. 
Actually, scraping the skin revealed considerable 
occult scaling. The palms and soles were not in- 
volved and on the dorsum of the fingers or hand 
one might see complete annular lesions. Else- 
where annular lesions were rare. Vesicles were not 
seen except occasionally on the fingers or the lower 
legs. The nails were of normal appearance, and 
the conjunctival mucosa was clear. Painting a given 
band with Castellani’s paint proved a simple way 
to demonstrate the advancement of these lesions 
and this in no way damped the migration. Nor 
was the advancing edge stopped by making an 
incision into the dermis just ahead of the wave. 
The incessant chronic yet invisible movement 
of all the bands continued week after week. The 
skin was thus constantly swept by hundreds of 
waves of a sharply marginated inflammatory proc- 
ess. 

The breasts hung as enormous sacs of nodular 
or firm cord-like processes in a soft fleshy matrix. 
The nipple was barely recognizable as an atrophic 
pigmented site. It was estimated that the breasts 
weighed about 20 pounds, and when the patient 
sat erect, the lower pole of the breasts rested on 
her thighs. Apocrine gland function was normal 
in the axillae and masses could not be felt in this 
area. The eccrine glands were very active and in 
many instances the sweat pores could be seen as 
tiny pits in the thickened skin surface. 

The Tabulation which follows summarizes the 
salient laboratory findings on this patient in No- 
vember, 1958. 

HISTORY : 

—Progressive bilateral breast enlargement 

—Generalized pruritic arcuate migratory ridges 

—Generalized severe darkening of skin 

(All for over 5 years) 
PHYSICAL: 

—Marked hypertrophy of breasts which on 
palpation reveal lumpy induration and cord-like 
areas. 

—Erythematous scaling ridges in arciform pat- 
terning 

—Tan-gray-black pigmentation of entire body, 
-except face and scalp 
LABORATORY : 

Hematology 
Hemoglobin 13.7 gm. 
White count total 4,000 


Neutrophils 41'% 

Eosinophils 32% 

Lymphocytes 25% 

Monocytes 2% 
Erythrocyte sedimentation rate 45 mm. 
Hematocrit 40% 
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Blood Chemistry 


Alkaline phosphatase 6 units 
Bilirubin 

direct 0.03 mg. % 

total 0.27 mg. % 
Cephalin flocculation + 
Cholesterol 157 mg. % 
Fatty acids 11 mEq/l. 
Lactescence of serum 1+ 
Phospholipids 8.1 mg/100 ml. 
Thymol flocculation 11.4 units 


Blood Serology 

L.E. preparation—strongly positive on two oc- 
casions. 

Kolmer STS—3+- reactive 

Kline STS—3+ reactive 

Coombs Test 
direct—negative 
indirect—negative 

Circulating antibodies—see Table 1 

Urine 

Routine analysis: normal 

Urinary excretion studies: 


Uroporphyrins 100.8ugm/day 

Urobilinogen &7 mg. 

Gonadotropins between 96 and 192 M.U. 
(mouse units) 

Estrogens between 44 and 64 M.U. 


17-ketosteroids 
17-hydroxycorticoids 
Pregnandiol 


4.0 mg/24 hours 
2.4 mg/24 hours 
1.4 mg/24 hours 


Stools 

Ova and parasites—negative 

Special 

BMR +9% 

PBI 3.8ug. 
Total iodine 3.8ug. 


Scales—no fungi found microscopically or in 
culture. 
Skin Tests—all negative 
Intradermals : 
milk 
eggs 
wheat 
bacteria, various 
trichophytin , 
ethinyl estradiol 
potassium iodide 
arsenic trioxide 
arsenic pentoxide 
breast extracts 
Patch tests: 
potassium iodide 20% 
Ultraviolet light 
Cold quartz 
Hot quartz 
Histopathology 
Skin: ` 
Acanthotic epidermis with inter- and intracellular 
edema. Many, eosinophils in advancing border. 
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Marked urticaria. Brownish pigment in chromato- 
phores of dermis. 

Dilated blood vessels in corium with inflamma- 
tory infiltrate of lymphocytes and eosinophils. 

Special stains (Giemsa, Van Gieson, McManus, 
Silver, Sudan, Alkaline phosphatase) noncontribu- 
tory. 

Breast : 

Idiopathic virginal type hypertrophy. 
dence of carcinoma. 

Gram stain revealed islands of deeply stained 
fibrillar and granular material. 

Special stains showed pigment to be compatible 
with melanin (no evidence of silver on Dark- 
field). 

Dopa stain revealed the epidermal melanocytes 
as well as dermal melanocytes to be very active. 

Special stains (Giemsa, Van Gieson, McManus, 
Silver, Sudan, Alkaline phosphatase) noncontribu- 
tory. 


No evi- 


Wye T 


Spectrographic Analysis: i 
(Concentration of elements estimated to n@arest 


| decimal place) 


Skin Breast 
Aluminum 0.00X% 0.0X% 
Beryllium 0.00X — 
Calcium 0.X 0.0X 
Chromium — 0.000X 
Copper 0.0X 0.0000X 
Iron 0.0X 0.00X 
Magnesium 0.0X 0.00X 
Manganese -— 0.000X 
Nickel 0.0X 0.000X 
Silicon 0.X 0.000X 
Silver 0.00% 0.0000X. 
Sodium 0.X 0.X 
Phosphorus ——- 0.0X 
Potassium — 0.X 
Titanium 0.00% —- 


Checked but not found in either skin or breast: 


TABLE 1.—Summary of Results of Hemagglutination Tests 





Patient’s Serum 





Specimen —— Ten Control Two L.E. 
Extract Number #1 #2 Sera Sera 
Patient’s breast 
Fibrous portion 1 0 0 0 0 
2 0 0. 0 0 
3 0 0 0 0 
Cystic portion 1 Positive Positive 0 0 
2 Positive Positive 0 0 
Fat 1 0 0 0 0 
Normal breasts 
Control 1 0 0 0 0 
2 0 0 0 0 
3 0 0 0 0 
4 0 0 0 0 
5 0 0 0 0 
Cystic breasts 
1 0 0 0 0 
2 0 0 0 0 
Cyst content (breast) 
1 0 0 0 0 
2 0 0 0 0 
Carcinoma (breast) p 
1 0 0 0 0 
Ovarian cyst 
1 0 0 0 0 
Patient’s epidermis 
1 0 0 0 0 
Epithelioma 
1 0 0 0 0 
Control 
(No tissue) 1 0 0 0 0 


a NE A a a a ee 


All positive readings were positive to a dilution of 1:8. 


Patient’s serum #1, taken November, 1958; 42, taken June, 1959. 
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Antimony, Arsenic, Barium, Bismuth, Boron, 
Cadmium, Cobalt, Columbium, Gallium, Germani- 
um, Gold, Lead, Manganese, Molybdenum, Po- 
tassium, Platinum, Strontium, Tellurium, Tin, 
Tungsten, Vanadium, Zinc, Zirconium. 

Hair and Nails: 

Less than one part per hundred thousand of 
arsenic, 

In addition, endocrinologic review by Dr. F. 
Curtis Dohan revealed no abnormalities, Table 
1 outlines the results of special immuno- 
chemical studies which were done later in demon- 
strating specific circulating antibodies in the serum. 
Initially, exploratory studies were made using 
the direct precipitin test, Ouchterlony technique, 
and direct as well as indirect red-cell agglutination 
techniques, Using a variety of antigens, including 
iodine, arsenic, epidermis, dermis, and breast tis- 
sue, both autologous as well as heterologous, we 
were unable to demonstrate any antibody activity. 


Subsequent Course 


On January 16, 1959, Dr. Louis G. Fares 
of Trenton, N.J., did a mammoplasty, ampu- 
tating seven and one-half pounds from the 
right breast, and six pounds from the left 
breast. The excised breast tissue was firm, 
nodular, and alternated in color between 
white and tan. Many areas had a gelatinous 
appearance, Serial section study of 20 rep- 
resentative blocks of tissue, provided us 
through the kindness of Dr. Solomon Wein- 
traub of St. Francis Hospital, Trenton, 
N.J., revealed essentially the following pic- 
ture as described by Dr. Weintraub: (a) 
loose edematous, hyalinized, fibrous tissue; 
(b) pseudocyst formation; (c) small ducts 
and acini lined by flattened cuboidal epi- 
thelium; (d) cystadenomatous formations: 
(e) occasional large collections of lympho- 
cytic cells; (f) no evidence of carcinoma. 
Dr. Weintraub’s diagnosis was bilateral 
virginal hypertrophy of the breasts. 

Following the mammoplasty, the patient 
experienced a considerable reduction in the 
urticarial element and in the amount of 
pruritus. Observation three months later re- 
_vealed the polycylic lesions were much 
smaller than preoperatively. There had been 
some lightening of the pigmentation also. 
However, the process still remained. 

Systemic corticosteroid therapy was then 
initiated in the form of triamcinolone (12 
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mg. per day). This produced an immediate 
and complete disappearance of all the in- 
flammatory arcuate lesions, as well as com- 
plete relief from the pruritus. At present, 
on maintenance therapy of 4 mg. a day, she 
has only an occasional annular lesion appear. 
The pigmentation has faded to at least half 
its former intensity. 


Our immunologic tests were greatly facili- 
tated by having an “unlimited” supply of 
breast tissue. This was kept frozen at 4C 
and a variety of antigens prepared. All 
serologic testing was done using stored 
frozen stock of the patient’s serum secured 
in November, 1958. Finally, using the tech- 
nique of Witebsky? it was found that ex- 
tracts of cysts from the patient’s breast 
produced an antigen which could be de- 
tected using the tannic-acid-treated red cell 
agglutination technique. The cystic breast 
extracts gave negative tests with control 
sera from 12 patients with varied diseases, 
including 2 patients with systemic lupus 
erythematosus. Furthermore extracts of the 
fibrous portions of the patient’s breast, as 
well as extracts of normal breast tissues, 
ovarian cysts, and other breast cysts, gave 
negative results in both the patient and the 
twelve control sera (Table 1). 


Technique 


The following technique of Witebsky* was 
employed in preparing the breast extracts and in 
testing for antibodies. Weighed specimens were 
ground in a sterile mortar, and extracts with 
sterile isotonic saline were made to a final dilution 
of 1:100. This was kept for two minutes in a 
bath of boiling water and was then ready for use. 
For the tanned cell hemagglutination test, human 
cells (Group O washed thoroughly three times with 
saline solution) were mixed as a 4% suspension 
with an equal volume of 1:25,000 dilution of tannic 
acid and kept at room temperature for 30 minutes. 
After that time the cells were washed three times 
in a phosphate-buffered saline, pH 7.2, and a 2% 
suspension prepared. Equal volumes of the 1% 
breast extract and the tanned erythrocytes were 
mixed and kept at room temperature for 30 min- 
utes. This permitted “antigen” coating of the cells 
which were then rewashed (three times) and used 
in a final 1%,suspension. Test sera were serially 
diluted in buffered saline and equal volumes of 
this and the coated cell suspension were mixed, 
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TABLE 2.—Comparison of Key Laboratory Studies 
on Patient Before and After 


O peration/S teroids 
Preoperative, Postopera- 
November, tive/Steroid, 
1958 June, 1959 
White cell count: 
Total 4,000 4,500 
Neutrophils 41% 49 % 
Eosinophils 32% 3% 
Lymphocytes 25% 3% 
Monocytes 2% 45% 
L.E. test Strongly positive Negative 
BT:S, 
Kolmer 3+ reactive + 
Kline 3+ reactive 2+ reactive 
Sedimentation rate 45 28 
Plasma proteins 
Albumin 3.1 3.9 
Globulin 4.2 3.1 
ai 0.33 0.27 
a? 0.69 0.64 
8 0.79 0.92 
Y 2.41 1.23 
Circulating autoantibody 
to cystic breast tissue + (dil. 1:8) + (dil 1:8) 


kept at room temperature for two hours, and then 
overnight at 4 C. The hemagglutination pattern 
was read at the end of this time. 


Finally, Table 2 presents the changes in 
the critical laboratory findings which took 
place five months after the operative re- 
moval of 1314 lb. of breast tissue and the 
employment of triamcinolone in a dosage of 
8 mg. a day for three months. 


Comment 


Although it was doubted for a long time 
that the body would or could form antibodies 
against its own constituents, it has become 
increasingly evident that such autoantibod- 
ies not only exist, but that they play a sig- 
nificant role in the pathogenesis of disease.1® 
Clinically and experimentally autosensitiza- 
tion to organ tissues has been observed in 
such diversified examples as the thyroid, 
testis, pancreas, nerves, eye, and indeed the 
blood elements. Clinically such syndromes 
as thyroiditis, sympathetic ophthalmia, neu- 
ritis, encephalomyelitis, blood <lyscrasias, 
pancreatitis, and lupus erythematosus have 
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each been viewed as an example of an auto- 
immune reaction. 

The patient being reported is another 
distinctive example of an autosensitization. 
Here the patient’s own cystic breast tissue 
was the “antigen” and specific circulating 
autoantibodies against this tissue appeared. 
At this point we cannot further characterize 
the breast antigen other than to associate 
it with the cysts of the breast. It may be 
a normal or abnormal secretory product. 
Certainly it is not one found in normal, 
cystic, or carcinomatous breasts from other 
patients. Nor was it found in detectable 
quantities in the fibrous connective tissue 
elements of the patient’s own breast. 

In attempting to assess the significance 
of the autoantibody found in this patient, 
we should review her clinical syndrome. 
For at least five years she had had a wide- 
spread pruritic hyperpigmented urticarial 
skin eruption in association with progres- 
sive breast hypertrophy. To consider the 
breast hypertrophy first, several hundred 
examples have been recorded in the litera- 
ture,°* but in no instance has any endo- 
crinologic basis been found for this benign 
overgrowth. It has been postulated that, 
since all of the hormonal assays are normal, 
the breast organ in these patients is abnor- 
mally sensitive to estrogen. Possibly newer 
mammotropin assays will be available in the 
future leading to a better understanding of 
the process. Certainly the problem of hu- 
moral control of breast growth is an ex- 
ceedingly complex one involving many 
glands. Our studies did not reveal any 
explanation for the breast enlargement. 
Two comprehensive endocrinologic surveys 
were normal. It seems unlikely that any 
autoimmune mechanism would be respon- 
sible for such growth. Rather it would 
appear that the autosensitization might be 
viewed as a rejection mechanism as is ob- 
served in the problem of skin homotrans- 
plants. 

The primary dermatologic change was 
remarkable. The entire skin was covered 
with constantly migrating urticarial bands. 
From the dermatologic standpoint these 
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could best be classified as erythema annulare 
centrifugum. Many variants of this are de- 
scribed under the title “erythema” with 
appropriate adjectives reflecting some of 
their characteristic shapes (circinatum, fig- 
uratum, gyratum) or behavior (migrans, 
repens, perstans). Any form of this chron- 
ic inflammatory reaction pattern may de- 
velop for differing reasons. Jillson® has 
clearly demonstrated that in some patients 
erythema annulare centrifugum may result 
from an allergic reaction to a distant super- 
ficial fungous infection. He feels that all 
patients with erythema annulare should be 
subjected to an extensive allergic work-up 
since any one of many fungal, bacterial, 
viral, parasitic, or tumor allergens may be 
responsible in a given patient. Many arti- 
cles support his view.!™!! Gammel ?* in 
1952 carefully reviewed the literature and 
described a new variant associated with 
breast carcinoma. His patient had a gen- 
eralized gyrate erythema (erythema gyra- 
tum repens) which cleared completely after 
removal of the cancer of the breast and the 
metastatic lymph nodes. Almost a dupli- 
cate case was recently reported by Gold 1° 
presumably associated with a bronchial 
carcinoma. The eruption cleared completely 
after irradiation therapy to the thorax. It 
is noteworthy that our patient had the same 
distribution of lesions as the patients of 
Gammel and Gold, but that our patient had 
palpable cords of migrating inflammation, 
whereas the others had only a migrating 
erythema. 

The present case is the first in which 
cutaneous lesions have been shown to occur 
in association with autosensitization to a 
benign breast tumor. We feel the breast 
may have constantly released antigen into 
the blood stream where it was carried to 
and fixed in the skin. The antigen-antibody 
reaction which then occurred in the skin 
was productive of the inflammatory change, 
the pruritus, and the later local mobilization 
of eosinophils. Histologically, we found the 
eosinophils were in and under the epider- 
mis, just behind the advancing edge. Con- 
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stant antibody manufacture was reflected by 
the very high y-globulin levels. Steroids 
had their usual temporary complete sup- 
pressive effect on such an allergic reaction. 
Moreover, operative removal of the major 
portion of the antigen supply was followed 
by great reduction in the cutaneous signs. 
Finally, since the skin was constantly and 
universally exposed to antigen and anti- 
body, one might have anticipated that the 
intradermal tests would fail. Indeed, the 
migrating-band form of the eruption prob- 
ably reflects the phenomenon of recovery 
of the skin allergic reactivity. Thus as soon 
as the skin recovers from its previous in- 
flammation, the allergic reaction proceeds 
to take place again, permitting slow migra- 
tion of the lesions. The skin was reacting 
maximally at all times. We have no expla- 
nation for the exemption of the face, scalp, 
palms, and soles, except to note that this 
has been typical of the distribution observed 
in other forms of generalized erythema 
annulare. Possibly the antigen is not fixed 
by the skin in these sites. 

It is our view that this patient had a 
prototype of the allergic reaction which 
may frequently occur in the skin as a result 
of sensitization to an internal tumor. Fur- 
ther efforts should be expended in isolating 
and identifying such tumor antigens in the 
hope that serologic tests may .be developed 
to permit laboratory prediction of internal 
malignancy. 

The pigmentation deserves special note. 
We felt that it was secondary to the re- 
peated waves of inflammation crossing the 
skin. It did not develop on the face or 
stretched portions of the breast where 
inflammatory changes were absent. Most 
important, the darkening involuted consid- 
erably once the inflammatory process was 
stopped by oral steroids. The pigment was 
unquestionably melanin, and the grayish 
tint seen clinically resulted from its depo- 
sition in the dermis. We entertained the 
possibility that a metallic salt, such as 
arsenic os bismuth, used therapeutically 
years ago, could have accentuated melanin 
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formation, but no evidence of this was 
found histologically or spectrographically. 
Certainly this pronounced degree of hyper- 
pigmentation is not a characteristic of ery- 
thema annulare. 


Systemic lupus erythematosus could not 
easily be ruled out. Many points favored 
such a diagnosis: (a) positive L.E. test, 
(b) leukopenia, (c) biologic false positive 
STS, (d) clinical malaise, (e) elevated 
sedimentation rate, (f) elevated y-globulin, 
(g) response to steroid. Even the skin 
change, erythema annulare centrifugum, 
has been recorded 14 as an associated find- 
ing in subacute lupus erythematosus. Cer- 
tainly dermal pigmentation may occur in 
lupus erythematosus. One might conven- 
iently label this case as systemic lupus 
erythematosus, pointing to the wide poly- 
morphism of the expanding syndrome of 
lupus erythematosus. Even the autoimmune 
phenomenon could be viewed as part of the 
lupus syndrome. Yet we feel that, unless 
one considers the L.E. test as the final 
arbiter, it is difficult to accept this patient’s 
syndrome as a manifestation of lupus. In 
any event, the syndrome described does not 
fit the classical clinical molds for lupus 
erythematosus. | 


Summary and Conclusions 


We have described a young woman with 
an unusual syndrome of marked progres- 
sive breast hypertrophy, generalized hyper- 
‘pigmentation, and generalized erythema 
annulare centrifugum of five years’ dura- 
tion. 

Laboratory studies revealed a specific 
persistent, circulating autoantibody to the 
patient’s own cystic breast tissue. In addi- 
tion the patient had a positive L.E. test, 
marked eosinophilia, hypergamma globu- 
linemia, and a biologic false positive STS. 

Surgical excision of a major portion of 
the breasts was followed by considerable 
clinical improvement. Subsequent low dos- 
age of corticosteroids led to , essentially 
complete involution. Corresponding changes 
occurred in the laboratory findings. 
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We feel this is an example of the auto- 
immune syndrome. Further study of the 
cutaneous signs of internal disease may lead 
to further evidence that the skin may be 
a shock organ for autoallergic phenomena. 

Photographs by Mr. Edward F. Glifort Jr. 


University of Pennsylvania, Department of 


Dermatology (4). 
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Cutaneous Findings in Phenylketonuria 


T. LAWRENCE FLEISHER, M.D., and ISRAEL ZELIGMAN, M.D., Baltimore 


Phenylpyruvic oligophrenia is a heritable 
disorder characterized by mental retardation 
and the excretion of large amounts of 
phenylpyruvic acid in the urine. It was first 
described by Folling- in 19342 A few 
years later, Jervis! reported in detail a 
series of 50 patients with this disorder. The 
term “phenylketonuria” is replacing ‘“‘phen- 
ylpyruvic oligophrenia” so as to make the 
designation of this abnormality consistent 
with those applied to other hereditary anom- 
alies of metabolism, such as alkaptonuria, 
cystinuria, galactosuria, ‘ete. 

Folling * and Jervis 18 stressed descrip- 
tions of skin disorders “consisting of more 
or less diffuse eczema.” Our investigation 
of phenylketonuria was carried out in an 
attempt at classifying these skin disorders, 
and in order to possibly correlate them with 
the known error in phenylalanine metabo- 
lism. This problem is of particular interest 
to dermatologists, since phenylalanine nor- 
mally is metabolized to tyrosine, a melanin 
precursor. 

The incidence of phenylketonuria is about 
005% of the population. Four infants of 
every 100,000 born have the disease. One 
person in 80 is a carrier of the disease. 
The sexes are equally affected. It is trans- 
mitted by a single recessive autosomal 
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gene.!? These figures refer to white, non- 
Jewish populations, since only one Jewish 
family’ and one Negro family! are re- 
ported to have been affected. In contrast to 
the general population, approximately 1% 
of mental institution inmates are phenyl- 
ketonurics. 

Normally only a very small quantity of 
phenylpyruvic acid is formed, since the 
major portion of phenylalanine is metabo- 
lized via tyrosine by parahydroxylation. In 
phenylketonuria, however, the enzymatic 
oxidation to tyrosine proceeds only in small 
quantities, and most of the oxidation is in 
the direction of phenylpyruvic acid. The 
enzyme responsible for phenylalanine con- 
version to tyrosine, phenylalanine hydrox- 
ylase, consists of two protein factors. 
Factor I is labile and is normally present 
in the liver. Factor II is stable and is 
found in many tissues, including the liver, 
kidney, heart, and brain. Though Factor II 
is present in phenylketonurics, Factor I is 
not. For this reason, the greatest portion 
of the phenylalanine is shunted to phenyl- 
pyruvic acid. Phenylalanine in high concen- 
trations also inhibits its own conversion to` 
tyrosine. In vitro this metabolic error may 
be corrected by the addition of Factor I 
prepared from rat liver.17-2?,24,27,28,32,33 The 
usual metabolic path for phenylalanine me- 
tabolism is illustrated in the Figure. 
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Phenylketonurics have large quantities of 
phenylalanine and its non-tyrosine deriva- 
tives in blood, urine, spinal fluid, and 
sweat.10:17,20.21 Ą competitive inhibition 
theory has been formulated, wherein phen- 
ylalanine competes with tyrosine for the 
available tyrosinase.!ř Since tyrosine me- 
tabolism is inhibited, normal formation of 
melanin is decreased. There is, however, 
no correlation between the quantity of ab- 
normal metabolites and the severity of other 
manifestations of the disease. 


Though phenylketonurics excrete phenyl- 
alanine, phenylacetic acid, and phenyllactic 
acid in their urine, it is the presence of 
phenylpyruvic acid that is most easily de- 
monstrable. This acid may be identified 
in a test-tube or on a wet diaper by the 
production of a blue-green color upon the 
addition of ferric chloride. Confirmation 
may be obtained by finding a ten-fold blood 
phenylalanine increase over the normal 0.5 
mg. % to 1.5 mg. %. Although the blood 
level may be elevated by the second week 
of life, positive urinary findings may be 
absent until the sixth week.” 


Clinical Findings 


General physical development is normal, 
with occasional isolated defects, such as epi- 
canthus, pes planus, partial syndactyly, and 
widely spaced incisors.* 1318 Severe mental 
deficiency is the rule, and progressive men- 
tal deterioration may occur. Spasticity and 
epilepsy are the most common neurologic 
abnormalities.*7:823,26 Nonspecific electro- 
encephalographic changes are frequent. ?3:25.30 


Because of the relative decrease of mela- 
nin production associated with decreased 
tyrosine metabolism, blue eyes, blond hair, 
and fair skin characterize the pigmentation 
of most patients with this metabolic abnor- 
mality. The postulate “the lighter the com- 
plexion the lower the I.Q.,” 3t however, does 
not hold.** 


A number of cutaneous findings have 
been reported. These vary from a “soft, 
smooth and fine” texture with’a “tendency 
to developing dermatitis” to “more or less 
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diffuse eczema.” Isolated instances of pig- 
mented patches, hyperhidrosis and acral cya- 
nosis have also been described.®1?14:18,23, 
29-31,36 

The prognosis in phenylpyruvic oligo- 
phrenia is poor. Hormone and vitamin 
therapy have been tried without benefit. 
There is a considerable difference of opin- 
ion as to the value of phenylalanine-poor 
diets, even when initiated in infancy. This 


mode of treatment is still sub judice.1*-5.16 
17,24,34-36 


Present Study 


Twenty-three phenylketonuric patients 
were studied. They made up approximately 
1% of the population of the Rosewood 
State Training School, an institution de- 
voted to the care of mentally retarded 
patients. Though some inmates of the in- 
stitution are Negro and Jewish, all of the 
23 were white and non-Jewish. Thirteen 
were males, and ten, females. Of 55 sib- 
lings, only 7 were known to be similarly 
affected (approximately one-half of the 
anticipated number). The ages of the pa- 
tients ranged from two and one-half to 39 
years. 

All of the group were severely mentally 
retarded, with the highest I.Q. 36. Six 
patients had grand mal seizures, and 12 
were spastic. Nonspecific electroencephalo- 
graphic abnormalities were present in 10 of 
the 22 patients so examined. 


Table 1 is a compilation of the positive 
cutaneous findings during eight years of 
observation. All of the patients had fair 
skin and light hair, though four had brown 
eyes. Seborrhea or seborrheic dermatitis 
was noted in three patients. One patient | 
had had lichen planus, and another had 
molluscum contagiosum. An extremely in- 
teresting patient had juvenile acanthosis 
nigricans, in addition to an extensive lichen 
sclerosis et atrophicus which was spontane- 
ously receding, resulting in the atrophoder- 
ma type of macular atrophy. Individual 
patients manifested acne vulgaris, cafe au 
lait pigmentation, verrucae, and nevus flam- 
meus. 
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A. M. A. ARCHIVES OF DERMATOLOGY 
TABLE 1.—Positive Cutaneous Findings in 23 Patients During 8 Years of Observation 
Atopic 
Skin 
Age on Spastic- Test 
Patient Age Admission Sex IQ Epilepsy ity Eyes Response Cutaneous Findings 
1 33 3 M 10 + + + Nevus flammeus 
2 39 13 F 10 — + -— Seborrhea; mild acne 
3 14 9 M 8 — + — Cafe au lait lesions 
4 11 7 F 8 — + 
5 10 6 M 4 + + Molluseum 
contagiosum 
6 R 4 F 11 — + Measles 
Atopie der matitis 
i 16 7 M 19 — + — Lichen sclerosis et a- 
trophicus 
Acanthesis nigricans 
Macular atrophy 
8 13 12 M 14 — — + 
9 25 5 M 28 — — Brown Ea Seborrheic dermatitis 
10 21 15 M 32 -- -— Mild acne 
11 17 10 F 7 + + = 
12 12 5 M 13 + T -+- Atopic der matitis 
13 26 6 F 36 — — — Seborrhea 
14 10 5 M 22 -4 + 
15 11 6 F 27 — -- Cutis marmorata 
16 34 15 F 10 i = — 
17 18 y F ll — — Brown — Lichen planus 
18 27 12 F 1 + + Brown + Verruca vulgaris, lo- 
calized acquired cal- 
lus formations 
19 11 10 M 13 — — — 
20 2 1 M 23 — — + Atopic dermatitis 
21 3 2 M 25 -H + Brown = Lichenified dermatitis of 
Jace 
22 6 5 F — s + 
23 7 M —_ => + 





An eruption consistent with mild atopic 
dermatitis was present in three phenylketo- 
nurics. These were all limited to flexural 
areas, and characterized by plaques of ery- 
thema, scaling, and lichenification. They 
were located on the cubital, popliteal, and 
cervical regions. A history of lichenified 
dermatitis of the face in Patient 21 was not 
sufficient to permit a diagnosis. 

Twenty-one of the phenylketonurics were 
given eight intradermal tests each in order 
to establish the presence or absence of an 
atopic skin test response. The antigenic 
extracts administered were dust, feathers, 
wool, egg, milk, wheat, ragweed, and horse 
dander. The skin tests were performed and 
interpreted by a pediatric allergist.* A con- 
trol group of twenty-one patients chosen at 
random from the same institution was also 
examined and similarly skin tested. In con- 


* Dr. Lawrence J. Rosen performed and in- 
terpreted the intradermal tests. 
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trast to the phenylketonurics, the control 
group exhibited no flexural dermatitis. 


The tests were considered to indicate an 
atopic response only when positivity was 
established beyond any reasonable doubt. 
Of a total of 24 intradermal tests adminis- 
tered to the three subjects with flexural 
dermatitis, there were 23 positive reactions, 
with erythema and whealing. Seven other 
phenylketonurics exhibited atopic skin test 
responses, ten had negative reactions, and 
one was doubtful. The control group had 
only four atopic skin test reactions, four- 
teen negative responses, and three were 
doubtful. By applying the x? method it was 
found that these distributions could occur 
by chance in 15% of similar groups, a not 
significant figure (Table 2). 


Discussion 


“More or less diffuse eczema” was early 
reported to be a common accompaniment of 
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TABLE 2.—Skin Test Responses 








Atopic Doubtful Nontopic 
Phenylketonurics 10 1 10 


Controls 4 3 14 


phenylketonuria. Subsequent authors have 
reported this association but have seldom 
offered additional evidence in their case 
reports. 

The use of the term “eczema” was un- 
fortunate. The multiple uses of this term 
prohibit a universally accepted definition. 
It has been commonly used to denote a der- 
matitis of unknown etiology, and it has been 
defined morphologically as an acute to 
chronic inflammation of the skin character- 
ized by erythema, papules, vesicles, and/or 
pustules, accompanied by itching or burn- 
ing, resulting in weeping or crusting. “In- 
fantile eczema” is almost as indefinite, and 
embraces a group of diseases rather than 
any definitive cutaneous disease. 

Four types of cutaneous abnormalities 
were noted in our patients with phenylketo- 
nuria. The first consisted of infectious 
diseases, such as measles, verrucae, and mol- 
luscum contagiosum, which were seen in 
one patient each, and which are not infre- 
quently seen at this institution. There is 
no evidence of increased susceptibility of 
these patients to such diseases. 


The second type of cutaneous finding in 
our patients consisted of dermatoses which 
are probably not associated with phenyl- 
ketonuria. They are probably incidental 
findings. Such diseases as acanthosis 
nigricans, lichen sclerosis et atrophicus, and 
macular atrophy are extremely rare. Sebor- 
rhea, seborrheic dermatitis, acne vulgaris, 
lichen planus, and cutis marmorata were 
seen. There seems no basis to consider 
them part of the syndrome. 

The third type consisted of lesions that 
may possibly be associated with phenylke- 
tonuria. Nevus flammeus and cafe au lait 
pigmentation were isolated findings, but 
these are integral manifestations of several 
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neurological and cutaneous syndromes asso- 
ciated with mental retardation. Heredity is 
an important aspect in their occurrence. 
They are considered to be possibly associ- 
ated with phenylketonuria. 

Atopic dermatitis, which comprises the 
last type, was present in three patients. A 
control group of comparable nonphenylketo- 
nurics exhibited no similar dermatitis. 
Atopy, like phenylketonuria, is recognized 
to be familial. Though the criteria of atopy 
are sometimes difficult to fulfill, the pres- 
ence of an increased number of positive 
intradermal tests in a group of individuals, 
together with dermatitis in flexural areas, 
carry great weight in the direction of atopy. 

Perhaps more atopic dermatitis would 
have been found if all patients had been 
followed since birth. The patients at our 
disposal were all 2 years of age or older. 
This may have contributed to the absence of 
diffuse and extensive dermatitides as re- 
ported in the literature, although there is 
little doubt that atopic dermatitis was seen 
in increased frequency in the phenylketo- 
nuric patients investigated by us. 

An evaluation of atopy by intradermal 
skin test response revealed 10 positive re- 
sponses of 21 patients tested. Although 
this figure was not statistically significant 
when compared to the response of a control 
group, it is indeed much higher than one 
would anticipate in a normal population 
and than we encountered in a control group. 
The relatively small number of patients in 
our series with this rare disease may preju- 
dice our results. 

Phenylalanine is a tyrosine precursor 
and, in normal individuals, a melanin pre- 
cursor. In phenylketonuria there is a rela- 
tive decrease of melanin formation because 
of the lack of tyrosine metabolism in the 
usual quantities. This is evidenced clini- 
cally by the usual presence of fair skin, 
blond hair, and blue eyes. Our patients all 
had fair skin and blond hair, and all except 
four had blue eyes. 
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Summary 


Phenylketonuria is briefly discussed. 

Of 23 phenylketonurics, all were found 
to have fair skin and light hair, and 19 had 
blue eyes. 

Atopic dermatitis was present in 3 phen- 
ylketonuric patients. Atopic intradermal 
skin test responses were present in 10 of 21 
phenylketonuric subjects, and in only 4 of 
21 controls. 

Box 9013, Santurce, P.R. (Dr. Fleisher). 


1109 North Calvert Street (2) (Dr. Zeligman). 
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The Reiter Protein Complement Fixation Test as a 


Diagnostic Aid in Syphilis 


W. G. 
WILLIAM L. BUNCH Jr., M.D., Atlanta 


In the Fall of 1932 the Public Health 
Service initiated a study! of untreated 
syphilis in the male Negro in Macon Coun- 
ty, Ala. The original group of participants 
included approximately 400 syphilitic pa- 
tients and 200 nonsyphilitic controls. A 
few of the patients had clinical manifesta- 
tions of late syphilis, but in the great ma- 
jority the diagnosis was based on history of 
a primary lesion and two or more reactive 
serologic tests for syphilis. The tests em- 
ployed were the Kolmer complement fixa- 
tion and the Kahn standard flocculation, 
performed at the National Institute of 
Health. ' 

In January, 1958, or 25 years after initia- 
tion of the study, 209 of the surviving par- 
ticipants were located and examined. Blood 
specimens were divided, one sample being 
sent to the Venereal Disease Research Lab- 
oratory at Chamblee, Ga., the other to the 
Venereal Disease Experimental Laboratory 
at Chapel Hill, N.C. Between the two labo- 
ratories, a complete battery of ten tests 
(including two Reiter protein, four Trepo- 
nema pallidum and four nontreponemal 
antigen techniques) was performed on 204 
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of the 209 specimens. These represent 121 
syphilitic patients and 83 controls. 

Although known as the study of untreat- 
ed syphilis, only 56 of the 121 syphilitic 
patients were untreated or had received 
heavy metal only (usually mercury) prior 
to the penicillin era; another group of 55, 
in general younger patients with syphilis of 
shorter duration, were treated as a precau- 
tionary measure with an average of six 
arsenical injections; the remaining ten pa- 
tients received amounts varying from 12 
arsenical injections to 76 arsenical and 45 
bismuth injections, at other treatment 
sources. 

The original treatment status of these 
patients as outlined above was maintained 
until penicillin was introduced. Since then, 
46% of the patients have received penicillin 
therapy, some for syphilis, but the majority 
for other conditions such as pneumonia, 
backache, leg infections, etc. It is impossible 
to eliminate the penicillin-treated cases with- 
out introducing a bias since, in general, 
those treated for syphilis were serologically 
strongly reactive. The extent to which this 
penicillin therapy influenced the results of 
the various tests cannot be measured, but it 
is generally conceded that treatment admin- 
istered 25 years or more after infection has 
little effect on serologic response. 

Results of the battery of tests in the 56 
patients classified as “untreated” are shown 
in Figure 1. When examined in 1958, the 
average age of these patients was 69 years 
and the average duration of infection, 43 
years. The reactivity rate (reactive plus 
weakly reactive results) ranged from 93% 
for the EPI to 43% for the VDRL slide 
test. All of the Treponema pallidum an- 
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Fig. 1—Macon County, Ala—untreated syphilis. 
Average age is 69 years, average duration of 
intection 43 years. 


tigen tests included in the study apparently 
retain their reactivity almost indefinitely in 
untreated syphilis. The Reiter protein tests, 
however, parallel the nontreponemal tests 
in spontaneous reversal to negative. It is 
apparent, also, that the Reiter protein tests, 
although utilizing a single antigen, vary 
according to the technique and the level of 
sensitivity employed. 

As explained previously, the diagnosis of 
syphilis in these patients was made approx- 
imately 25 years prior to the test results 
shown—principally on the basis of serologic 
tests available at that time. It might be in 
order, then, to review the four cases show- 
ing nonreactive results to the TPI. 

Case 1.—Patient, aged 83, with syphilis of 63 
years duration, was reactive to the TPCF and 
TPCF-50 tests and weakly reactive to the USR-IT. 
As far as known he had never received any anti- 
syphilitic treatment. Previous TPI tests in 1952, 
1954, and 1955 were reactive. Physical examina- 
tion in 1958 revealed Charcot joints and syphilitic 
aortitis, later confirmed by autopsy. 

Case 2.—Patient, aged 76, with syphilis of 50 
years duration, was reactive to the FTA and the 
RPCF test. He had received no antisyphilitic 
treatment until 1949, at which time he was treated 
for a backache with “five hip injections of a 
milky fluid,” possibly penicillin. The TPI test 
was nonreactive in 1954 and weakly reactive in 
1955. Physical examination in 1958 revealed 
syphilitic aortitis with possible aortic insufficiency. 

Case 3.—Patient, aged 57, with diagnosed con- 
genital syphilis with aortitis and scars of old 
interstitial keratitis, was reactive to the KRP, the 
RPCF, the FTA, and to both TPCF tests. The 
patient was untreated until 1951, at which time 
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he received 1,200,000 units of penicillin. In 1952 
the TPI test was reactive; in 1954 and 1955, 
nonreactive, 
CASE 4.—Patient, aged 74, with syphilis of 37 
years’ duration, was reactive only to the FTA. 
At time of selection he was reactive to the Kahn 
test but nonreactive to the Kolmer test. With 
the exception of two weakly reactive results he has s 
remained nonreactive to the batteries of non- 3 
treponemal tests performed during 25 years of Ñ 
observation. The TPI test was also nonreactive ‘a 
in 1952, 1953, 1954, and 1955. Physical examina- „$ 
tion in 1958 revealed no evidence of syphilis. ea 
In all probability this latter patient was $ 


not syphilitic. In the other three, however, 
on the basis of previous TPI tests, results 
in other Treponema pallidum tests, or clin- 
ical manifestations, the diagnosis of syphilis 
seems warranted. 

The conclusions which must be drawn 
from this chart are that no test is infallible 
and that in old infections, even in the ab- 
sence of treatment, nonreactivity will range 
from 5% to 15% among Treponema pal- 
lidum antigen tests to about 50% for the 
Reiter protein and nontreponemal antigen 
tests. 

Figure 2 compares the same group of 
tests in patients who were treated with an 
average of six and a of ten 
It will be observed 
that as a whole these patients were younger 
(average age 58 years) with syphilis of 
shorter duration (average 36 years) than 
the untreated patients represented by Fig- 
ure 1. The greater proportion of nonreac- 
tive results, therefore, may be attributed 


maximum 
arsenical injections. 





PERCENT 

ANTIGEN TEST 
Treponema TPI 
Pallidum TPCF 

tpcf- 50 

FTA 
Reiter RPCF 
Protein KRP 
Nontreponemal USR-II 
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KOLMER REESS 
Raa Recctive Ea W. Reactive BEER Nonreactive 


Fig. 2—-Macon County, Ala.—syphilis treated 
with 1-10 arsenical injections. Average age is 
58 years, average duration of infection 36 years. 
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solely to the small amount of treatment 
received. In the Treponema pallidum an- 


~ tigen tests nonreactivity ranges from 11% 
_ to 25%; in the Reiter protein tests from 
2 93% to 78%, and in the nontreponemal 
~ antigen tests from 46% to 91%. 

ee Attention might be directed to two tests 
© in the battery which are relatively new in 


`. the serology of syphilis—the TPCF-50 and 
-= the USR-II. The TPCF-50 is the author’s 
modification of the TPCF (Treponema 
pallidum complement fixation) test which 
ee appeared to have a rather low degree of 
specificity in the Serologic Evaluation and 
© Research Assembly? recently conducted by 
» the Public Health Service. It will be ob- 
= served that the modification eliminates the 
weakly reactive results and increases both 
the reactive and nonreactive results in the 


Be syphilitic groups. 

il The USR-II (unheated serum reagin) 
- test employs the same technique as the RPR 
SE 


* (Rapid Plasma Reagin) test which is used 


ing Mexican laborers. In the RPR test, 
weakly reactive results are not reported as 
~~ reactive. When the weakly reactive results 
| to the USR-II are eliminated, this test is 
more in line with the other nontreponemal 
tests included in the battery. 

The control group for the Macon County 
Study was selected in 1933 on the basis of 
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a negative physical examination, absence of 
history of syphilis and nonreactive Kahn 
and Kolmer serologic tests for syphilis. In 
view of the high rate of spontaneous re- 
versal of nontreponemal tests, it would be 
surprising if syphilis had been completely 
eliminated from the group. When exam- 
ined in 1958, the 83 controls were all 
nonreactive to the Kahn, Kolmer, and 
VDRL-slide tests. Reactivity in the other 
tests ranged from 2% to the KRP to 16% 
for the TPCF test. 

Twenty specimens in the control group 
were reactive or weakly reactive to one or 
more tests included in the battery. Seven 
of these were reactive to the TPI, the test 
having the highest reactivity rate in the 
untreated syphilis group. These seven 
specimens were also reactive to at least one 
of the other tests, and in all likelihood rep- 
resent old syphilitic infections. Thirteen 
specimens, however, showed reactivity to 
one test only, one weakly reactive to the 
KRP, one reactive to the RPCF, four 
weakly reactive to the FTA, and five re- 
active and two weakly reactive to the TPCF 
test. The TPCF-50 test, on the other hand, 
was reactive only in specimens which were 
also reactive to the TPI test. 

From the Macon County specimens it 
may be concluded that the Reiter protein 
tests are only slightly more effective than the 


BIOLOGIC FALSE POSITIVE - NONREACTIVE TPI - |I7 
90 


70 80 100 





Fig. 3—Comparison of 
tests in BFP groups from 
Serology Evaluation and 
Research Assembly. 
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nontreponemal tests in detecting untreated 
or inadequately treated syphilis of long 
duration. 

In SERA it was shown that the Reiter 
protein tests become reactive almost as rap- 
idly as the nontreponemal tests following 
infection and maintain their reactivity 
longer than the nontreponemal tests in ade- 
quately treated early and late syphilis. Their 
greatest value, however, is in nonsyphilitic 
and biologic false positive groups where 

they roughly parallel the TPI test. 

The data shown in Figure 3 are taken 
from the Serologic Evaluation and Re- 
search Assembly and compare the results 
of the TPI, KRP, and VDRL slide tests 
performed at the Venereal Disease Research 
Laboratory in two groups of specimens 
from patients diagnosed as biologic false 
positive reactors. In the first group of 
specimens, patients were reactive to one 
or more nontreponemal tests and nonreac- 
tive to one or more TPI tests available to 
the hospital or clinic where the diagnosis 
was made. In other words, the TPI test 
performed at the Venereal Disease Re- 
search Laboratory was reactive or weakly 
reactive in about 4% of the patients who 
were nonreactive to the TPI elsewhere. 
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This, of course, is a group preselected on 
the basis of nonreactive TPI tests, so it is 1A 
not surprising that the KRP was somewhat 
more reactive than the TPI. In the second _ 
group, however, the diagnosis was based on a 
clinical opinion without the benefit of trep- : 
onemal tests. Here the TPI and KRP gaven 
almost identical results. Ks $ 


Since the Reiter protein test can be perai 
formed for a few cents, as compared vith A 
approximately thirty dollars for the TPI oe 
test, it is being used in many areas as a | 
replacement for the TPI test in problem — 
cases. It should be remembered, howev er ai s 
in interpreting results that in syphilis of 
long duration, whether treated or untreated, ~ 
the chances are the Reiter tests will be non- K 
reactive more than 50% of the time. 
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Further Observations on Late Radiation Necrosis 
Following Therapy of Skin Cancer 
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The Results of Fractionation of the Total Dose 


H. L. TRAENKLE, M.D., and DATTATREYA MULAY, M.D., Buffalo 


Previously, one of us? reported detailed 
observations made during a study of 55 
instances of late radiation necrosis occur- 
ring among 935 cases of basal- and squa- 
mous-cell cancer of the skin which had 
received roentgen therapy between 1946 and 
1953. The clinical characteristics more fully 


- described in the earlier report were essen- 


tially those of erythema, extreme tenderness, 
and subsequent necrosis and ulceration oc- 
curring in a previously intact irradiation 


scar, anywhere from several months to six 


years after completion of roentgen therapy. 
In that series, four treatment schedules 
had been employed, but in only two of 


_ them were the figures suitable for statistical 


analysis. These schedules are indicated in 
Table 1. The probability of developing 
necrosis during each time interval following 
therapy in patients who had received treat- 
ment Scheme A was presented in the earlier 
paper in tabular and graphic form as calcu- 
lated by the standard life table technique. 

Because of the occurrence of necrosis in 
a disturbing number of patients treated with 
Schedules A and B (Table 1), the use of 


Submitted for publication July 26, 1959. 
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TABLE 1—Treatment Schedules Employed in the 
Previously Reported Group * 


Over-All 
-~ Schedule Fractionation Total Dose Treatment Time 
A 1,000 rx4 4,000 r 8-10 days 
B 1,000 rX5 5,000 r 10-12 days 


* 100 kv. (HVL 1.5mm. Al) TSD 18 cm. All dosage figures 


include backscatter. 
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smaller fractions over a slightly more pro- 
longed over-all treatment time was begun 
routinely during 1950. However, at the 
time the calculations were made for the 
original paper, most of the patients treated 
with the changed techniques had not yet been 
observed sufficiently long for statistical 
comparison with the earlier schedules. 


The purpose of the present paper, there- 
fore, is to report, and to compare with our 
previous series, the results obtained in 816 
patients with basal- and squamous-cell car- 
cinomas who were routinely treated with 
the finer fractionated Schedules X, Y, and 
Z (Table 2) employed from 1950 to 1955 
inclusive. It will be noted that there is suffi- 
cient increase in total dosage to maintain 
a cancerocidal time-dose relationship with 
the longer over-all treatment time. 


Incidence 


Over a period of seven years, 10 in- 
stances of necrosis occurred in 816 patients 
treated with Schedules X, Y, and Z. Table 3 
shows the probability of developing necrosis 
in this group in each 6-month period follow- 
ing therapy and the cumulated probability 
by the beginning of each time period up to 
84 months. As in the previous paper, these 


TABLE 2.—Treatment Schedules Employed in the 
Present Group * 


Over-All 
Schedule Fractionation Total Dose Treatment Time 
pa 500 rX 9 4,500 r 12 days 
x 400 rX13 5,200 r 18 days 
Z 300 rX18 5,400 r 25 days 


eS  - S C 
*100 kv. (HVL 1.5 mm. Al) TSD 18 cm, All dosage figures 
include backscatter. 
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TABLE 3.—Cumulative Probability of Developing Radionecrosis mn Patients Treated 
with Schedules X, Y, and Z 


No. Observed at No. Lost from 
Beginning of Each Observation 
Mo. After Time Interval During Each 
Treatment After Treatment Time Interval 
0 816 93 
6 723 94 
12 629 89 
18 540 92 
24 448 62 
30 386 76 
36 310 60 
42 250 55 
48 195 49 
54 146 56 
60 90 36 
66 54 38 
72 16 12 
78 4 4 
84 0 0 


data were calculated by the standard life 
table technique. 

The incidence of necrosis developing dur- 
ing each time period after roentgen therapy 
is under 0.2% for the first 18 months but 
increases after two years to reach a peak 
incidence of 1.07%. After this, the inci- 


dence for each time period declines. It can 


be seen that the percentage of those devel- 
oping necrosis reached 1% during one time 
interval only. This is in marked contrast 
to the results reported in our former series 
where the incidence exceeded 1% in all of 
the time periods after the first 18 months 


14 
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——-—— SCHEDULES -X,Y,Z 
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radionecrosis after treatment. 
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Fig. 1.—Cumulative probability of developing 
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Cumulative 
Probability 
(%) of Necrosis 
No. Developing Per Cent Devel- by Beginning 
Necrosis During oping Necrosis of Each Time 
Each Time During Each Interval After 
Interval Time Interval Therapy 
1 0.13 A 
1 0.14 0.13 
1 0.17 0.27 
0 0 0.44 
0 0 0.44 
3y 0.86 0.44 <i 
3 1.07 1.30 Lae 
0 0 2.37 a 
1 0.58 2.37 ay S 
0 0 2.95 
0 0 2.95 Ae 
0 0 2.95 s 
0 0 2.95 E- 
0 0 2.95 Ei 
0 0 2.95 aa 
JA 


and reached almost 3% in each of three 
periods. a 

However, the most striking difference — ` 
between the present material and that pre- pe 
viously reported can be seen in Figure 1, 
which shows a comparison of the cumulated a 
percentage probability of developing necro- 
sis at the beginning of each time interval _ 
after roentgen therapy in the two series. 
By the end of four and one-half years, the 
cumulated probability of developing necro- E 7 
sis with Schedule A rose to 13.9%, whereas 
with Schedules X, Y, and Z, it reached only 
2.9%. 





Time of Onset After Therapy Ee 

The time of onset of the inflammatory 
necrotic episodes varied from five and one- 
half months to more than four years after 
roentgen therapy had been given. Seven 
of the ten instances occurred more than two 
and one-half years after therapy. This bi 
closely parallels the observation reported in pe 
our previous paper in which over 50% 
occurred more than two years after comple- 
tion of therapy. 

In the present series, part of which has 
now been followed seven years, no instances 
of late necrosis have yet been observed to 
occur more than four and one-half years 
after treatment. 
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Duration and Course 


All of the 10 necrotic breakdowns in 
this series healed spontaneously within 12 
weeks of onset. Treatment consisted mere- 
ly in local applications of gentian violet 
solution or an antibiotic ointment. The 
duration is not remarkably different from 
that noted in the 55 cases previously re- 
ported, where 80% of those that healed 
spontaneously did so within 12 weeks. 


Field Size 


Because of the generally accepted concept 
that tissue tolerance for roentgen rays is 


= lowered with increase in the area irradiated, 
the smallest fields were treated for the most 


part with Schedule X, and the larger fields 


were given the finer fractionated schemes 
- (¥ and Z). The latter were given to most 
of the largest fields (over 10 sq. cm.). 


Seven of the ten instances of necrotic 
breakdown occurred in fields 6 sq. cm. or 
less, and five of these were seen in fields 


Wof 3 to 4 sq. cm. 


Anatomic Site 


Five of the ten necrotic breakdowns oc- 
curred on the nose (two on tip, two on the 
ala, and one on the side). Four occurred 
on the lower lip and only one on the cheek. 


-= This localization is somewhat different from 
our earlier material where the highest per- 


centage occurred in the canthi or on the 
eyelids. It is, however, noteworthy that in 
the cases treated with Schedule A, six of 
the seven necrotic episodes on the nose were 
on the alae. 


Season 


Eight of the ten instances of necrosis 
occurred during the months from January 
to April. This is about the same seasonal 
distribution as that of the 55 cases in our 
previously reported series. When the two 
series are combined in a calendar graph 
(Fig. 2), the temporal relationship to cold 
weather becomes quite apparent. Forty-two 
(64.6%) of the total 65 episodes of necrosis 
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Fig. 2—Number of episodes of late radiation 
necrosis in both series arranged according to 
month of onset. 


in both series occurred in the five-month 
period from January to May. 


Comment 


Ever since Kroenig and Friedrich? in 
1918 first showed that fractionation de- 
creased the biologic effect of roentgen irra- 
diation on tissue, the concept of partial 
recovery between fraction doses has been 
utilized in the treatment of malignant dis- 
ease. This has been possible because the 
rate of recuperation in some normal tissues 
is greater than that for some tumors. 

Divided dose methods naturally led to a 
more detailed study of recovery in normal 
skin where erythema reactions could be 
used as the indicator. Reisner,? and later 
MacComb and Quimby,* developed curves 
and tables for the calculation of roentgen 
ray accumulation. 

Such an approach laid the foundation for 
an attempt to establish precise time-dose 
relationships which could be used for set- 
ting up schemes of therapy. A great deal 
of work has been done in this direction, but 
so far as skin cancer is concerned, the 
monumental studies of Strandquist ® are the 
most widely known. It is noteworthy that 
the .time-dose plot of Strandquist fits the 


clinical data from clinics throughout the 


world surprisingly well. While the more 
recent works of Cohen,® Andrews and © 
Coppedge,” and Allen and Freed® suggest 
minor modifications, they confirm the gen- 
eral slope of, the curve. Also, dosage figures 
for squamous-cell carcinoma of the larynx, 
lip, and uterine cervix have been shown to 


j Vol. 81, June, 1960 


> F fia 
dong Aba G 





. at i; r Ve > e iC. a 
f I ES 5 T s 

` i Ks ARES Sine HES ab ESE E Afi. Seats, ESS me} na 4 7 SPA s 

to, ary T Sik. 2) s A SR on ape Lat? A a 
ee P a ids n ERGS, e a A ‘ sN N ish f 


p LATE RADIATION NECROSIS 










fit the curve fairly well. For a detailed ex- 
amination of the voluminous literature on 
the fractionation of roentgen therapy, the 
reader is referred to the extensive list of 
references in Strandquist and that more 
recently brought up to date by DuSault.® 


It is then pertinent to compare the time- 
dose combination employed in each of our 
series with these generally accepted curves 
both by visual inspection of the plot and by 
calculation with the time-dose formula used 
by Strandquist. 

_ Ds 
o Fr 

In this equation D,, the theoretical sin- 
gle dose equivalent, or “biological cumulated 
dose” is equal to Dr, the total administered 
dose during the total time T divided by the 
fractionation factor F. Calculated values of 
the latter for daily fractions up to 45 can 
be read from a table presented in Strand- 
quist’s work. A similar table, but with 
somewhat different values, is given in the 
paper of Andrews and Coppedge. 


Using Strandquist’s values for F, the 
“biological cumulated dose” for each of our 
dosage schemes is as follows: 

Equivalent Cumu- 
lated Dose as 


Calculated by 


Total Delivered Strandquist’s 


Scheme Dose Formula 
A 4,000 r in 9 days 2,000 r 
B 5,000 r in 11 days 2,392 r 
X 4,500 r in 12 days 2,112 f 
X 5,200 r in 18 days 2,212 f 
Z 5,400 r in 25 days 2,134 r 


These “equivalent doses” are seen to be 
within the 2,000 to 2,400 r range regarded 
as optimum on the basis of the experience 
at the Radiumhemmet and considerably less 
than the 3,200 r arrived at by Andrews and 
Coppedge on a study of an extensive mate- 
rial from several clinics. Also, when our 
dosage schemes are plotted on the Strand- 
quist curve (Fig. 3), it is obvious that they 
lie along the dptimum zone. It is clear, 
therefore, that the effective cumulated bio- 
logical dose in each scheme. of treatment 
employed by us is well within the range of 
that in common usage throughout the world 
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Fig. 3.—Strandquist’s fractionation curve. 


and considered therapeutically optimum, 
Indeed, any reduction of such dosage would 
be regarded as noncancerocidal and e 


quently subtherapeutic. 3 


Ag 

Further, it is to be noted that the cumu- po 
lated effective doses in Schemes A and B in . 
our first series and those in Schedules X, 
Y, and Z in the present papèr are essentially 
the same, with the exception of Scheme B 
which is slightly higher. This also is evi- = 
dent in the positions of each of our time- 
dose relationships on the plot (Fig. 3). 


To what then can one ascribe the great | - 
difference in the expectancy of the occur- 
rence of necrosis in the two groups E 
(Fig. 1)? The only other variable in the 
time-dose scheme not considered above is Š a 
the degree of fractionation of the total dose, 
that is, the size of the individual fraction ` 
increment doses. This was considerably iB i; 
different in the two groups. Those for — t : 
Schemes A and B were 1,000 r and for X, E. 
Y, and Z, 500 r, 400 r, and 300 r, respec- a 
tively. | a 

The question, therefore, arises as to — 
whether the total biologic effect is influ- 
enced by the number and size of fraction 
doses even through the total administered | 
dose in roentgens is derived from the time- ae 
dose plot for any specific over-all total 
period in days. Indeed, a time-dose curve | 
presumes the equality of total effect of all 
time dose combinations to be read from $ 
the plot. Much of the early work on skin a 
recovery, such as that of Quimby and Mac- 
Comb 1° suggested that the degree of frac- p 
tionation is not important. Yet, there is i. 
reason to believe that this is true only 
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within limits and that under some condi- 
tions the size of the individual fraction 
doses may be more important than has been 
heretofore suspected. 

Most of the studies on accumulation were 
done with fractions of 500 r or less, that is, 
within an erythema dose, or at least not 


;À © much above it. However, Kepp and Sey- 
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& thereafter. 
single dose was 60% during the first 24 
hours after treatment, 48 hours resulted in 
a loss of 70%, that is, only 10% more. A 
third-day interval was found to produce 
= only 5% additional loss. 


farth !! showed that when the cumulated 
dose exceeds an erythema, recovery pro- 
gresses more slowly and at a decreasing rate 


as additional fractions are added. 


It is understandable that if each indi- 


= vidual fraction is considerably above an 
= erythema dose and as great as 1,000 r as in 
- treatment Schemes A and B, a more rapid 
accumulation, and hence a more intense 
total effect will result. 


Allowing an extra free day, or two days, 
between these large fractions does not seem 
to compensate for the greater damaging 


effect. Even with smaller doses, the figures 
of Quimby and MacComb show that loss 


of effect is most rapid during the first 24 
hours after treatment but much slower 
Where the loss of effect of a 


Therefore, as the recovery between large 
fraction doses is considerably longer than 
that following small ones, the damaging 


effect builds up greater than would appear 
from determinations on the time-dose curve. 


This we believe is the most probable expla- 
nation for the increased incidence of necro- 
sis in the patients treated with Schedules A 
and B in the earlier group, as contrasted 
with those treated with Schemes X, Y, and 
Z in the latter group. 


Summary and Conclusions 


In regard to the complication of late 
radiation necrosis, a series of 816 cases of 
skin cancer treated with daily fractions of 
500 r, 400 r, and 300 r have been compared 
with a previously reported series of 935 
cases which had received 1,000 r fractions. 
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In each series, the over-all time and total 
dose combinations were consistent with op- 
timum dosage as indicated on time-dose 
plots in general usage throughout the world. 

When the total dosage used in each series 
is converted to an equivalent biologic cumu- 


lated dose by the formula D= e, the ef- 


fective cumulated dose for each scheme of 
treatment is within the range ordinarily 
considered optimum. 

The time of onset, the duration, course, 
and seasonal distribution of occurrence of 
the episodes of necrosis were the same in 
the two series. 

When calculated by the life table tech- 
nique over a four and one-half year period, 
the probability of developing late necrosis 
in the present series of cases treated with 
smaller fractions is less than 3% as con- 
trasted with almost 14% in the previously 
reported series. 


As far as normal tissue tolerance is con- 
cerned, it appears that when fraction doses 
as high as 1,000 r are employed, the reli- 
ability of the time-dose curves is impaired. 
Therefore, it is erroneous to assume that 
all points along the curve are valid without 
regard to the degree of fractionation of the 
total dose. 

Irrespective of the over-all time of the 
irradiation, the size of the individual frac- 
tion doses may be a more important factor 
than formerly realized. 


468 Delaware Ave. (2). 
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Multiple Keratoacanthoma 


Report of a Case Following the Administration of Mercurial Diuretics 


CHARLES E. ELERDING Jr., M.D., Los Angeles 


During the past few years an increasing 
interest in keratoacanthoma has been 
developing. The apparent rarity of the mul- 
tiple self-healing epithelioma of Ferguson- 
Smith type has occasioned several recent 
case reports.~* Ephraim and Kaufman! 
reported the 24th case in February, 1958. 
On the other hand, the so-called “solitary” 
or localized form of keratoacanthoma is not 
an unusual disorder. Recently, a patient 
came under my observation with multiple 
keratoacanthoma associated with an erythe- 
ma multiforme type of dermatitis medica- 
mentosa resulting from mercurial diuretics. 
A thorough search of the literature has 
revealed no previous cases of keratoacan- 
thoma associated with either dermatitis 
medicamentosa or erythema multiforme. 


Report of Case 


On Oct. 7, 1957, a 78-year-old Caucasian woman 
of Anglo-Saxon descent was first observed in 


Submitted for publication Aug. 28, 1959. 
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the Dermatology clinic of the Los Angeles County 
General Hospital because of an extensive eruption 
and was admitted to the hospital for treatment. 

Past History.—For the preceding two years she 
had been treated for congestive heart failure; 
previously, she had been in good health. Medica- 
tion consisted of digitalis, meralluride sodium 
(Mercuhydrin, a parenteral mercurial diuretic), 
and chlormerodrin (Neohydrin, an oral mercurial 
diuretic), There was no past history or family 
history of cutaneous diseases. 


Present Illness —Approximately four weeks 
prior to admission an erythematous pruritic erup- 
tion developed on both forearms and within several 
days spread to include both thighs, the antetior 
neck, chest, abdomen, and back. Concomitantly, 
several painless nodules developed on the extensor 
surface of both forearms. These nodules arose 
in the erythematous areas and increased in size 
over a period of several weeks. Two weeks before 
the onset of the eruption the diuretic therapy had 
been changed from meralluride sodium (intramus- 
cularly), once weekly, to chlormerodrin (orally) 
daily. Digitalis was the only other medication. 

Examination—There was an erythematous mac- 
ular eruption which was diffuse over the anterior 
neck, “V” of the chest, upper extremities, and 


Fig. 1.—4 mm. punch 
biopsy from nodule of 
left forearm. Acanthotic, 
hyperkeratotic, and para- 
keratotic epidermal lesion 
with pearl formation, 
giant epithelial cells, and 
mitotic figures. Hematox- 
ylin and eosin stain. Re- 
duced 8% from 


a 


mag. 


MULTIPLE KERATOACANTHOMA 


Fig. 2—Magnification of Fig. 1. 
Note pearl formation and variation 
in morphology and arrangement of 
epithelial cells. Hematoxylin and 
eosin; X 100. 


back, and retiform on the abdomen and thighs. 
On the flexor aspect of both wrists were typical 
iris lesions of erythema multiforme. There were 
a few linear excoriations in all the involved areas. 
Situated on the extensor surface of both forearms 
were a total of 19 (8 on the right and 11 on the 
left) nodules, varying in diameter from 0.5 to 
1.5 cm. They were sharply circumscribed, dome- 
shaped, with a rolled edge and central umbilication 
with a keratinous crust. There was no mucous 
membrane involvement. 

The general physical examination was essentially 
normal except for abnormalities associated with 
her cardiovascular disease, This consisted of 4+- 
bilateral leg and ankle edema, pulmonary conges- 
tion, and cardiomegaly. Pulse rate was 94; respira- 
tion rate 19; temperature 100.4 F; blood pressure 
160/80. 

Laboratory Data—lKolmer and Kahn tests were 
nonreactive; urinalysis: albumin and sugar, nega- 
tive; hemoglobin: 12.5 gm. per 100 cc.; WBC: 
6,000; polymorphonuclears 63%, segmented forms 
3%, lymphocytes 27%, eosinophils 7%. 

Therapy and Course-—Treatment of the derma- 
tosis consisted of bland lotions and ointments and 
mild sedation. Four days following admission, as 
part of the treatment for the congestive heart 
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failure, 2 cc. of meralluride sodium was admin- 
istered intramuscularly in the left hip with a 
subsequent exacerbation of the erythematous por- 
tion of the eruption and marked pruritus within 
one hour. 


No definitive treatment of the keratoacanthomas 
was attempted. During the three weeks of hos- 
pitalization, several papules were noted to develop 
and increase in size to 0.5 to 1.2 cm. and assume 
the typical clinical appearance of keratoacanthoma. 
Two weeks following admission four of the lesions 
had spontaneously resolved, leaving a slightly de- 
pressed, white, atrophic scar. Within three months, 
all had spontaneously regressed except two, and 
by six months there was no evidence of the kera- 
toacanthomas except the white depressed scars. 

First Biopsy —On Oct. 8, 1957, a 4 mm. punch 
biopsy was made from a keratotic nodule on the 
left forearm. The specimen exhibits an acanthotic, 
hyperkeratotic, and parakeratotic epidermis. There 
is similar epidermal tissue situated deeply within 
the corium but with no apparent connection with the 
epidermis. This deeper mass shows pearl forma- 
tion, giant epithelial cells, individual cell keratiniza- 
tion, variation in size, and disarrangement of the 
epithelial cells. A few mitotic figures are present. 
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Fig. 3—Magnification of Fig. 1. 
Note pearl formation. Hematoxy- 
lin and eosin; X 150. 





- 


Chere is a moderate cellular inflammatory in- Second Biopsy —Taken on Oct. 14, 1957, this 
`~ = 1° 4 = . - i ee = e.. “C i j 3 : * 
filtrate and dilatation of the superficial capil- was a complete excision of a nodule from the 
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laries (Fig. 1-3). extensor surface of the left forearm. There is a 
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Fig. 4.—Excision of en- | Sota, 
tire nodule from forearm. eee aera , eA IG K Re PER x 
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crater enclosed by acan- 
thotic epidermis. There is 
prominent abnormal kera- 
tinization, particularly in 
the epithelium forming 
the floor of the crater. 
Hematoxylin and eosin 
stain; reduced 11% from 
mag. X 20. 
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MULTIPLE KERATOACANTHOMA 


parakeratotic keratin-filled crater with an over- 
hanging epidermis at the edges and papillomatous 
projections from the floor into the central cavity 
of the crater. Particularly along the base, but 
also extending beyond the crater edges, there is 
irregular acanthosis. There is pearl formation, 
giant epithelial cells, and individual cell keratiniza- 
tion. Occasional mitotic figures are present. In a 
few places the dermal-epidermal junction is poorly 
defined, but no definite invasion observed. There 
is a moderate diffuse cellular inflammatory in- 
filtrate (Fig. 4). 


Comment 


There is still disagreement concerning the 
true nature of these spontaneously healing 
epithelial tumors, particularly regarding the 
relationship between the localized or 
“single” keratoacanthoma (molluscum se- 
baceum) and the multiple self-healing 


epitheliomas of Ferguson-Smith. Most au- 


thorities, at present, agree that both are 
variants of the same condition, though some 
still maintain that the two conditions are 
separate and unrelated (Currie and Fer- 
guson-Smith®). Epstein, Biskind, and 
Pollock? recently suggested that kerato- 
acanthoma be classified as (a) localized and 
(b) generalized. Clinically, the two forms 
differ sufficiently to warrant this division. 
Histopathologically, however, they are in- 
distinguishable. Under this classification 
the generalized form conforms to the entity 
described by Ferguson-Smith® in 1934 as 
multiple primary self-healing squamous-cell 
epitheliomas of the skin; whereas, mol- 
luscum sebaceum and the tumor-like kera- 
tosis of Poth? are examples of the localized 
form, the latter being originally described 
subsequent to severe sunburn. 

The clinical differentiation of the two 
types of keratoacanthoma is logical when 
one considers the various differential fea- 
tures. Localized keratoacanthoma occurs 
most commonly in the sixth and seventh 
decades, is usually single and seldom 
greater than three in number, is located 
usually on the face, neck, ears, and fore- 
arms, and some preceding precipitating 
factor is generally demonstrable. There is 
no significant family history of, similar le- 
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sions. The generalized form begins in ado- 


lescence or early adult life, has multiple 
lesions located on the same areas as the 
localized type, but also present on the scalp 


and, less commonly, near the mouth, anus, — 
and genitalia, as well as occasionally on the — 
mucous membranes, There is no notable as- | 


sociated precipitating factor but there is a 
significant familial occurrence. The gener- 
alized type is progressive and recurrent, 
with new lesions developing throughout the 
life of the individual. 


as long as two to three years. 

Recent reports +48 have adequately dis- 
cussed, summarized, and tabulated the vari- 
ous theories and mechanisms as to the 
causes and pathogenesis of this disorder, 
and their further detailed discussion is un- 
necessary. In brief, these include inflam- 
matory changes in sebaceous cysts, actinic 
exposure, genetic influences, viral infec- 


tions, aging, contact with oils or tars, and 


occlusion of the pilosebaceous apparatus. 
The present case is considered to be an 
example of localized keratoacanthoma. The 
features supporting this diagnosis are the 
onset in the seventh decade, the localization 


to the forearms, the lack of previous or _ 


family history of similar lesions, the asso- 
ciated precipitating factor of an acute der- 
matitis, and the spontaneous 
within six months. It is presented because 
of its unique occurrence with dermatitis 
medicamentosa due to mercury. Addition- 
ally, the multiplicity of lesions is unusual 
for the localized form of keratoacanthoma. 


Summary 


An unusual case of localized keratoacan- 
thoma is reported. The precipitating factor 
is considered in relationship to a mercurial 
erythema multiforme type of drug erup- 
tion. Differentiation of localized and gen- 
eralized forms 
discussed. 
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The localized form — 
usually persists for months, and seldom for — 


resolution | 


of keratoacanthoma is 
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Herpes Simplex Following Decompression Operations 


for Trigeminal Neuralgia 


Attempts to Modify by Local Use of Hydrocortisone Preparations 


KENNETH H. BURDICK, M.D.; JOHN R. HASERICK, M.D., and W. JAMES GARDNER, M.D., Cleveland 


In the past few years, decompression of 
the sensory root of the fifth cranial nerve 
(Taarnhoj operation) has largely replaced 
resection of the nerve root as the surgical 
treatment for trigeminal neuralgia used at 
the Cleveland Clinic Hospital.* The advan- 
tage of the decompression operation is that 
the sensation of the face is preserved. 
Herpes simplex often follows intracranial 
operative procedures on the fifth cranial 
nerve. The large number of decompression 
operations done provides a predictable 
source of patients with herpes simplex for 
scientific observation, and the additional 
incentive to find a preventive for this annoy- 
ing complication in the patient’s postopera- 
tive recovery period. 

Several years ago, the impression gained 
in informal conversations with dermatolo- 
gists was that most of them believed that, 
while the course of the well-developed 
herpes simplex eruption was not influenced 
significantly by hydrocortisone, applied 
topically, the drug might be of some value 
if used early in the course of the recurrent 
eruptions or for prophylaxis. Although the 

Submitted for publication July 27, 1959. 

Read before the Section on Dermatology at the 
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* The technic of this operation is described in 
the paper by W. James Gardner and Michael V. 


Miklos, entitled Response of Trigeminal Neuralgia 
to “Decompression” of the Sensory Root; Discus- 


sion of Cause of Trigeminal Neuralgia, J.A.M.A. 


170 :1733-1736 (Aug. 8), 1959. 
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use of hydrocortisone locally is definitely E: 
contraindicated in herpes simplex infections 


s 


of the eye, its use on the skin has been Wa | 


of equivocal value.! The possibility of its 


usefulness led us to undertake this study. 7 
This report concerns our attempts to prevent | 


or to modify herpes simplex by the use of a 
hydrocortisone ointments applied locally. E. 
Method and Materials e: 


One hundred and forty-eight patients were ob- 
served after the decompression operation. When ae 
the patients were scheduled for surgery they were 3 | 
assigned at random to one of three groups. Patients . 
in one group had hydrocortisone ointment applied  : 
to the face on the operative side twice a day, Ee 
both before surgery and postoperatively, during 
their stay in the hospital. Patients in a second f° 
group had this preparation applied after the opera- 
tion and twice a day during their stay in the hos- 
pital. The remaining patients served as controls 
and were not treated with the preparation. s 


Commercial hydrocortisone preparations were 
used; they consisted of hydrocortisone in concen- 
trations of 1% or 2.5%, in water-soluble ointment. E 
Only unequivocal eruptions of herpes simplex are 
reported. i kge: 

Findings ae 
f 


Hydrocortisone Ointment.—Of the 148 8 


patients who had surgical decompression of | 


the fifth cranial nerve for relief of the i 
pain of trigeminal neuralgia, herpes simplex ig 
in the area supplied by the sensory branch Be 
of this nerve developed in 49 patients 
(33%) between the second and the fourth i a 
postoperative days. Of these 148 patients 
42 were treated with hydrocortisone oint- IA 
ment preoperatively and postoperatively D 
herpes simplex developed in 15 (36%). 
Thirty patients were treated with hydro- K 
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TABLE 1.—/ncidence of Herpes Simplex Following 
Decompression of the Fifth Cranial Nerve: 
Influence of Hydrocortisone Ointment | 


Herpes 


Simplex None Total 


Hydrocortisone ointment preop. 


Bnd postop: -s-ar Jnana 15 (36 %) 27 42 
Hydrocortisone ointment postop. 
| ee meme 6 ie ee 11 (37 %) 19 30 


(26 [36%]) (46) (72) ) 
23 (30%) 53 76 
49 (33 %) 99 148 


cortisone ointment -postoperatively only; 


herpes simplex developed in 11 (37%). The 
remaining 76 patients, serving as controls, 
= did not receive hydrocortisone ointment; 
herpes simplex developed in 23 (30%) 
= (Table 1). It is very clear from these data 


= that the incidence was not reduced by the 


use of this treatment. Furthermore, neither 
the extent of herpetic eruption nor the 
duration was modified by the hydrocortisone 
ointment of either concentration. 


Antibiotics.—Thirty patients received neo- 


= mycin or tetracycline in the hydrocortisone 
= ointment. The rate of occurrence and the 
~ course of the eruption were unaltered. 


Sex and Age.—The occurrence of the dis- 
ease was studied in relation to sex and age 
(Table 2). There were 63 men in the en- 
tire series; herpes simplex developed in 22 
(35%). Of the 85 women in the series, 
herpes simplex developed in 27 (32%). 
Twenty-seven patients were less than 50 
years old; of these, herpes simplex devel- 
oped in 8 (30%). Ninety-one patients were 


50 to 69 years of age; of these, herpes 


= simplex developed in 30 (33%). Thirty 
= patients were 70 years of age or older; 


= herpes simplex developed in 11 (37%) in 


this oldest age group. The appearance of 


the eruption was strikingly uniform, and 


was not modified by sex or age. 


Discussion 


The ubiquitous herpes simplex virus is 
known personally to almost all of us. Its 
characteristic of causing an initial infec- 
tion and of remaining dormant in the tis- 
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TABLE 2.—Incidence of Herpes Simplex Following 
Decompression of the Fifth Cranial Nerve: 
by Sex and Age 








Herpes 
Sex Simplex None Total 
_-__-~--— 
M 22 (35%) 41 63 
F 27 (32 %) 58 85 
Age 
a A 
—650 yr. 8 (30%) 19 27 
50-69 yr. 30 (33 %) 61 91 
+70 yr. 11 (87%) 19 30 





sues throughout the patient’s life, subject 
to occasional activation by diverse modali- 
ties, has been documented repeatedly.1? 
Specific neutralizing antibodies are demon- 
strable in up to 90% of the general popu- 
lation.” The virus can be regularly activated 
by artificial fever therapy. Keddie and 
associates ® unsuccessfully used smallpox 
vaccination to suppress this eruption in a 
large number of patients undergoing artifi- 
cial fever therapy. ° 


In 1954, Behrman and Knight ®7 dis- 
cussed the association of herpes simplex 
and trigeminal neuralgia. They concluded 
that the herpes simplex virus might play a 
role in the etiology of trigeminal neuralgia 
by infecting the gasserian ganglion or the 
fifth cranial nerve. In support of this 
theory, Field® has shown retrograde pro- 
gression of the virus, presumably through 
peripheral nerve pathways, in animals that 
were inoculated with the virus in the 
masseter muscle or in the cornea. 


Carton ®%1° found that he could isolate the 
virus with regularity from the vesicles on 
the skin of people who developed herpes 
after section of*the nerve root for trigemi- 
nal neuralgia. He was, however, unable 
to demonstrate changes in antibody levels 
pre- and postoperatively, and he was unable 
to isolate the virus from the gasserian 
ganglion. Herpes simplex developed post- 
operatively in 44 of 47 of his patients who 
had section of the sensory root of the fifth 
cranial nerve. Interestingly, herpes simplex 
did not develop in areas rendered anesthetic 
by prior interruption of peripheral branches 
of the nerve; even the most florid erup- 
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HERPES SIMPLEX AFTER DECOMPRESSION OPERATIONS 


tions stopped abruptly at the line of anes- 
thesia. He postulated that manipulation of 
the ganglion or nerve, with resultant ex- 
citation of the nerve endings in the skin, 
causes damage that activates the latent 
herpes simplex virus. In our experience, 
herpes only follows operations on the intra- 
cranial portion of the nerve and never 
those on its peripheral branches. 


That the herpes simplex virus is a causa- 
tive agent in trigeminal neuralgia is cer- 
tainly open to question. The patients in this 
series were asked whether they had had 
cold sores, fever blisters, or other recur- 
rent eruptions that could be herpes simplex. 
Answers ranged from “never” to “very 
frequently.” Most of the patients recalled 
only one or two such episodes. Among 
the few patients who reported frequent epi- 
sodes of herpes simplex, the incidence of 
postoperative herpes did not seem to be 
excessive. One woman, at the time of op- 
eration, had an extensive herpes simplex 
eruption on her face on the side opposite 
the trigeminal neuralgia. Florid herpes 
simplex developed on the operative side two 
days after surgery. 


Fourteen of the patients in this series 
had undergone one or more operative pro- 
cedures on the fifth cranial nerve before 
the decompression operation. After the de- 
compression operation, herpes simplex de- 
veloped in several who did not have 
eruptions after their previous operations. 
On the other hand, in some patients who 
had herpetic eruptions after prior surgery, 
herpes simplex did not develop after the 
succeeding operations. . 

The relatively low over-all incidence of 
herpes simplex in this series of patients 
after decompression operations, as opposed 
to the higher rate after section of the 
sensory root, leads one to suspect that the 
degree of operative trauma to the fifth 
cranial nerve “plays an integral role in the 
development of herpes simplex.®!® After 
division of the sensory root, the herpetic 
eruption is, of course, painléss. However, 
the patient in whom a florid herpes simplex 
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eruption develops after the decompression _ 
operation may be extremely uncomfortable. 
N 


Summary 


One hundred and forty-eight patients a 
were observed after intracranial operations 
for trigeminal neuralgia. | 


J 


Approximately 


one-third of these patients developed herpes — 
simplex after this operation on the skin 
supplied by the manipulated nerve. The 
local use of hydrocortisone preparations, 
with and without antibiotics, did not modify 


the attack rate. 
2020 E. 93d St. (6). 
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_ The Histogenesis of Nevoid Tumors of the Skin 


The Folliculoma—a Hair-Follicle Tumor 


The purpose of this paper is to define 
a further a little-known tumor of hair follicles 
E and to show how it illuminates the origin 
n of the nevoid class of tumors. By our cri- 
- teria we have’ been able to find only two 

D -previous reports of one case each, first by 
= Prinz! and recently by Hyman and Clay- 

< man? These were titled hair-follicle nevi, 
By: a designation which we deem inappropriate. 


; q We shall add ten additional cases, only 
two of which were personally observed. 
_ The remainder were gathered from the con- 
Í sultant histopathology practice of one of us 
(A. P.). The cases will be presented as a 
- group rather than in detail, for the histo- 
a Boric picture is strikingly pathognomonic 
4 and Hyman and Clayman’s description can- 
not be exceeded for clarity. Besides our 
main concern is to fix the position of this 
-tumor in the galaxy of benign adnexal 


be F neoplasms. 
; Clinical Picture 
The tumor is not recognizable clinically. 
; & Its nondescript gross appearance is indi- 
cated by the variety of clinical diagnoses 
submitted with the specimens, viz.: milia, 
4 early basal-cell carcinoma, molluscum- 
~ contagiosum-like, trichoepithelioma, syrin- 
= goma, etc. It occurs in adults, principally 
i about the face, usually single. In one case 
E (personally observed by Dr. H. Pinkus) 
4 hundreds of lesions were present on the 
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head and trunk. The tumor is invariably 
small, ranging from 0.2 to 0.5 cm. in diam- 
eter. It is usually a whitish or pearly 
papule, or small nodule, mostly smooth, 


elevated, with little tendency to ulcerate or 


to erode locally like a basal-cell carcinoma. 
Classical instances have a pore or black 
dot from which some unorganized material 
is occasionally expressed. Some, however, 
have no opening. The tumor grows very 
slowly and is asymptomatic, It is removed 
either as a cosmetic nuisance or because the 
patient fears malignancy. 


Histopathology 


The nature of the tumor is announced at 
the first glance. Typical instances have the 
following characteristics. The core of the 
lesion is a dilated, keratin-filled sinus or 
invagination, obviously a grotesque follicle, 
lined with a keratinizing stratified epithe- 
lium. Radiating outward in disorderly pat- 
terns from this restless epithelium are 
strands or cords of epithelial cells which 
form hair follicles of varying degrees of 
atypicality (Fig. 1). All stages of matura- 
tion are represented, ranging from well- 
formed hair-bearing follicles to rudimentary 
pilary complexes which are merely solid 
cords with or without recognizable papillae 
(Fig. 2 & 3). From these primary radia- 
tions, secondary or even tertiary follicles 
may sprout off. Interconnecting masses of 
undifferentiated cells link all these elements 
together into a tumor network. Most of 
the follicles are of the vellus type, espe- 
cially those which actually succeed in mak- 
ing small hairs. Occasionally, a large, 
usually deformed, terminal type bulb and 
papilla are formed, lacking, however, a ma- 





ss 





ture hair. Here and there nests of sebaceous 
cells may be found eccentrically among the 
tumor mass but lobulated glands are absent. 

An occasional tumor is solid and lacks 
the conspicuous and highly characteristic 
horny sinus (Fig. 4). These have no grossly 
visible pore. The pilary radiations can then 
usually be traced to a follicle-like structure 
which may even have a canal. Folliculomas 
apparently derive rather constantly from 
estranged hair follicles. This origin was 
strikingly manifested in the case with mul- 
tiple lesions where between the visible tu- 
mors were many microscopically abnormal 
follicles. Figure 5 illustrates such a rudi- 


Fig. 2.—The distorted 
follicle in the center has 
generated a primary con- 
stellation of pilary struc- 
tures which in turn has 
produced a secondary 
constellation at the lower 
right. Note how “solid” 
the follicular units 
are. Trichoepitheliomas 
by contrast have con- 
spicuous horn “cysts.” 
Hematoxylin and eosin; 
X 78. Illustration re- 
duced about 30% from 
original size. 


Kligman—Pinkus 


type folliculoma chanced 
to be sectioned 
manner which best re- 
veals structural relation- 
ships. The 


sinus opens 
pore in the upper right. 


thelial strands radiating 
from its lining are pilary 
formations of varying 
degrees of maturity. A 
few bear tiny hairs. Most 
are incomplete and some 
are merely anlage. Hema- 


Illustration reduced about 
30% from original size. 


mentary folliculoma in which the primary 
abnormal follicle has sprouted secondary 
pilary figures. 

In all instances the undifferentiated epi- 
thelial strands interconnecting the pilary 
constellations were made up of cells whose 
cytological characteristics were of 
squamous type rather than resembling the 
small, darkly staining so-called basal cells. 
This is an important detail, for it designates 
a higher degree of differentiation in the 
spectrum of adnexal tumors. (See below). 


We come now to an archetypical feature 


of the folliculoma whose dynamic signifi- 
cance cannot be too strongly accented. All 


Fig. 1—This classical i 


in a’ 
horn-filled a 
through a. 


It is a monstrously de- 
formed follicle. The epi- — 


toxylin and eosin; X 34. 


the 
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Fig. 3—All of these 
apparently independ- 
ent follicles, most of 
which are hair-bearing, 
originate from the pri- 
mary, wayward follicle in 
the lower center. The 
canal of this follicle is 
elsewhere dilated and 
opens to the surface 
through a small pore. 
Without serial sections 
spatial relationships can- 
not be visualized. Differ- 
ent planes of sectioning 
give quite different pic- 
tures. Hematoxylin and 
eosin; X 65. Illustration 
reduced about 30% from 
original size. 


these tumors are imbedded in an exuberant 
connective tissue stroma. Indeed the stroma 
may exceed the epithelial component in bulk 
especially in the tiny multiple tumors. This 
stroma is rich in fibroblastic cells, occa- 
sionally in histiocytes, and is often highly 
vascularized. The effect is often that of 
fresh granulation tissue (lig. 6). At other 
times, perhaps at a later stage, the stroma 
forms a dense encapsulating fibrotic mass 
quite sharply separated from normal tissue, 
giving the impression of a kernel which 
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could easily be shelled out (Fig. 7). Not 
infrequently, the stroma is loose, looks. 
myxomatous and stains metachromatically 
with Giemsa’s azure-eosin (Fig. 8). It is 
oriented with parallel bundles of fibers en- 
capsulating the epithelial proliferations in 
a manner resembling the normal fibrous 
root sheath. The hyperplastic stroma must 
be considered a principal and essential com- 
ponent of the tumor, at least equal in sig- 
nificance to the epithelial overgrowth. 


Fig. 4—This  follicu- 
loma is of the solid type, 
without a grossly dilated, 
horn-filled sinus. It has 
derived from two adja- 
cent interconnected folli- 
cles whose follicular 
canals (f.c.) are still evi- 
dent. At the left is a 
very well formed hair 
bulb (b.) and papilla but 
no hair. Hematoxylin and 
eosin; X 30. Illustration 
reduced about 27% from 
original size. 
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Comment 


The clinical insignificance of the follicu- 
loma is more than counterbalanced by the 
light it throws on the histogenesis of ad- 
nexal tumors. Its arrival in the derma- 
tologic skies is like the sighting of a new 
planet in its predicted position, thus con- 
firming the validity of theory. Some years 
ago, in order to classify some unusual le- 
sions in the cadre of nevoid tumors of the 


Fig. 6.—Note how rich- 
ly cellular and highly 
vascularized the stroma 
is. This section also 


ing of undifferentiated 
epithelial strands to form 
a tumor network. The 
cells are more of the 
squamous than the basal 
type. Hematoxylin and 
eosin; X 38. Illustration 
reduced about 27% from 
original size. 
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Fig. 5—A rudimentary 
folliculoma from the case 
with hundreds of tiny 
tumors. The primary fol- 
licle has sprouted two 
short lateral pilary struc- 
tures which have well 
formed papillae (p.) but 
no hairs. Hematoxylin 
and eosin; X 130. Illus- 
tration reduced about 
27% trom original size. 


skin, one of us (H. P.) constructed ê and 
later revised* a table depicting adnexal 
tumors in a spectrum according to organ 
maturity. Independently, Lever ** in two 
brilliant essays brought the adnexal tumors 
together into a detailed classification which 
has great didactic value. His scheme is a 
kind of periodic table in which the vertical 
columns represent different degrees of de- 
differentiation of the same organ, viz., in 
descending order, sebaceous nevus, seba- 





Fig. 7—The stroma 
forms a rather densely 
fibrotic matrix, separated 
from normal corium by 
an obvious cleavage plane 
suggesting that the tumor 
might be easily shelled 
out. This separation is 
also evident in Figure 1. 
Note sebaceous differen- 
tiation in one of the 
epithelial radiations. He- 


matoxylin and eosin; 


62. Illustration reduced 
about 30% from original 
size. 


ceous adenoma, sebaceous epithelioma, and 
cystic basal-cell epithelioma. The horizontal 
columns are the kinds of differentiation pos- 
sible, namely, hair, sebaceous glands, and 
sweat glands. As in Mendeleeff’s original 
table, empty spaces were left to accommodate 
elements to be discovered later. Indeed the 
theoretical expectations have been fulfilled, at 


least partially. 
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The folliculoma is a splendid example of 
such a find. It fits into the last remaining 
compartment of tumors differentiated to- 
ward hair; the roster in descending order 
of differentiation now stands as follows: 
hair nevus, folliculoma, trichoepithelioma, 
keratotic basal-cell epithelioma. Unlike the 
entities of physics and chemistry, these do 
blend, and classification is sometimes arbi- 
trary. The accompanying chart illustrates 


Fig. 8—The stroma in 
some places is distinctly 
loose and myxomatous 
(m.) staining metachro- 
matically with Giemsa’s 
azure-eosin. Above and 
centrally is the primary 
distorted follicle, from 
which the tumor has 
arisen. Hematoxylin and 
X 82. Illustration 
reduced about 20% 


eosin : 
from 
original size, 
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the general format of the periodic table of 
adnexal tumors; the assignments are tenta- 
tive in some cases and the table is incom- 
plete. 

Since the folliculoma has been described 
by previous writers under the label of hair 
nevus, it is necessary to justify our amend- 
ment. There is a nomenclatural difficulty 
because of the various ways in which the 
term nevus is used. We shall seize on the 
authority of priority and use the term 
nevus in the sense in which Jadassohn and 
Darier defined it in their texts, that is, as 
a local excess of normally differentiated 
elements of the skin. An epidermal nevus 
is thus just an overgrowth of normal epi- 
dermal cells, a sebaceous nevus of fully 
mature sebaceous cells. Furthermore, the 
organization of cells in a nevus approaches 
the normal pattern, for instance, the forma- 
tion of lobules in a sebaceous nevus. Also, 
the lesion is stable and once formed does 
not grow perceptibly. Accepting this defini- 
tion, a hair nevus is simply an excessive 
concentration of normal hair follicles. Un- 
like the folliculoma, the hair nevus may be 
present in infahcy, though it too tends to be 
a single nondescript small papule. It is 
clinically hairy, another point of difference. 
An illustration of its architecture is given 


in Figure 9. 


Kligman—Pinkus : 


Fig. 9.—A hair nevus 
from an infant. There 
is merely an excessive 
concentration of normal 


bulk. 


The folliculoma, just below the nevus in 


the scale of differentiation, is distinguished — 
by the presence of pilary formations in all 


stages of maturity, the whole interconnected 
by undifferentiated strands of cells resem- 


bling more the squamous than the basal- — 
cell type. The tumor tends to arise from a _ 


distorted follicle, usually in the form of a 
keratin-filled sinus. The capacity to form 
recognizable pilary structures is even less 


well developed in the trichoepithelioma. — 


Follicles sufficiently well organized to bear 
hairs are rare indeed. Still the follicular 
pattern is discernible to the educated eye 
in most trichoepitheliomas, “Horn cysts” 
are a distinctive feature of trichoepithelioma, 
not folliculoma. The pilary units in the 


latter are more solid and have greater resem- 


blance to competent hair follicles. Swerd- 
low* presents an excellent recent review 
on this subject. Finally, the keratotic basal- 


cell epithelioma at the bottom of the scale 


has entirely lost the capacity to form follicle- 


like structures. The license for viewing it 


as a hair tumor at all is taken from the 


presence of keratinized cells. Its relation- — 


ships, rather than its intrinsic histologic 
properties, endorse this interpretation. In- 
cidentally serial sections are vital for 
appreciating spatial relationships in follicu- 
lomas. A single section in some planes can 
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vellus hair follicles. The 
stroma is perfectly nor- — 
mal, though increased in ji 
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easily suggest hair nevus or even trichoepi- 
thelioma. 

The difference in histogenesis between 
basal and squamous-cell carcinomas, tumors 
with quite dissimilar potentialities, has oc- 
casioned much thought and debate among 
dermatopathologists from the days of Darier 
onwards. A fresh concept is now emerging 
from newer knowledge in cutaneous em- 
bryology, anatomy, and pathology. The 
highlights of this development may now be 
summarized. 

It was Lever® more than anyone else 
who perceived that basal-cell carcinomas 
were in reality adnexal tumors. Thus, it was 


= possible to discard the ancient and never 


very convincing doctrine that basal-cell car- 
cinomas derived from epidermal “basal” 
cells (meaning the bottom row of cells) and 
squamous cells from “prickle” cells (mean- 
ing cells higher up in the epidermis). It is 
now well appreciated that there is no strict 
histogenetic difference between “basal” and 


“squamous” cells; these are merely differ- 


ent developmental stages of the same cell 
type and are mutually transformable, Nor- 
mally basal cells become squamous cells as 
they ascend in the epidermis, but the very 
opposite takes place in wound healing; 
squamous cells glide in from the edges and 
become basal cells. 

In formulating his argument, Lever re- 
vived the Cohnheim thesis of the embryonal 
rest origin of tumors. He, therefore, pos- 
tulated the survival of the primary epithelial 
germs into adult life and derived adnexal 
tumors from this source. This assumption is 
unnecessary in the light of newer knowl- 
edge, not to mention the impossibility of 
proving persistence of embryonal germs. It 
is now firmly understood that cutaneous 
epithelial cells are pluripotential throughout 
life.810 Any adult epithelial cell, whether 
in the epidermis or the adnexa, can po- 
tentially become transformed into other 
types of differentiated cells. Adult epidermis 
retains the capacity to form adnexal type 
cells or structures. Moreover, all types of 
adnexal cells can dedifferentiate and re- 
plenish the epidermis after its removal. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


It is not in respect to origin that basal 
and squamous-cell carcinomas differ. Both 
derive from pluripotential epithelial cells, 
either epidermal or adnexal. The crucial 
point of separation is the path of develop- 
ment, the one toward higher and the other 
toward lower organ differentiation. The 
“indifferent” undifferentiated cells of the 
former make an unsuccessful effort to form 
adnexal structures; this effort, though con- 
tinuously frustrated, is sustained and the 
result is continued local encroachment on 
the surrounding tissues. The path of squa- 
mous-cell carcinoma is in the opposite direc- 
tion, toward dedifferentiation and anaplasia, 
efforts which by contrast are entirely suc- 
cessful. These cells are not subject to local 
regulatory forces and metastatic ability is 
thus a distinctive characteristic. 

But the problem has still another dimen- 
sion whose great importance has only begun 
to be appreciated. Up to now attention has 
focused almost exclusively on the epithelial 
component, neglecting interactions with the 
connective tissue. Yet it seems obvious that 
squamous and basal-cell carcinomas might 
differ considerably in their relationships to 
the stroma in which they proliferate. Indeed 
this turns out to be a central feature, per- 
haps the most compelling evidence available, 
that basal-cell carcinomas are really adnexal 
tumors, not in any way related to squamous- 
cell epitheliomas. Moreover, all the adnexal 
tumors, the least and the most highly differ- 
entiated, exhibit a kind of relationship 
between epithelium and stroma which seg- 
regates them into a definite histopathologic 
class. It is in this respect that the follicu- 
loma is most illuminating. 

The adnexal tumors are characterized by 
a stroma which develops pari passu in a 
mutually “cordial” fashion with the epi- 
thelial overgrowth. The stroma orients itself 
around the epithelial component in a fashion 
which resembles the normal relationships of 
the adnexae to their ensheathing connective 
tissues. The nevoid, hamartomatous tumors 
of all degrees of differentiation thus retain 
to some degree a more or less habitual re- 
lationship to the connective tissue stroma. 
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. FOLLICULOMA: HISTOGENESIS 


These tumors then can be understood as 
incomplete, wayward attempts to form 
adnexae. The adnexal nevi represent suc- 
cessful histologic enterprises while at the 
other extreme the attempt of the basal-cell 
carcinoma is almost completely frustrated, 
producing a monstrosity in which the orig- 


inal intent is all but concealed. The organ- . 


ized stroma of such tumors is, however, a 
clue to the secret of tumor potentiality. This 
is most evident in the early stage before the 
relationship has become too distorted. Not 
only is there “palisading” in basal-cell epi- 
theliomas and a parallel arrangement of the 
encapsulating connective tissue fibers, re- 
sembling the normal relationship, but Foot ™ 
even demonstrated a rather normal distribu- 
tion of nerve fibers. 

In the case of the more highly differenti- 
ated adnexal tumors the mutual relationship 
of the stroma to the epithelium even more 
clearly resembles the normal. It is partic- 
ularly in this respect that the folliculoma 
provides an edifying example. The normal 
hair follicle sits in a highly organized con- 
nective tissue sheath which from within 
outward consists of a hyaline membrane, 
a layer of circular fibers, and an external 
wrapping of longitudinal fibers. No other 
adnexal structure is so richly supplied with 
a stromal sheath. It can be little cause to 
wonder, then, that the folliculoma retains 
this stromal arrangement to a high degree. 
In no other adnexal tumor is the stroma 
so prominent and so exuberant. Indeed, it 
is hard to avoid the speculation that the 


Adnexal Tumors of the Skin 








Kinds of Differentiation 

Hair Sebaceous Gland Apocrine Gland Eccrine Gland 
a Nevus Hair nevus dahas nota Aana d ee 
Ss 
3 Adenoma Folliculoma Sebaceous adenoma Hidradenoma ` Eccrine poroma 
5 papilliferum Syringoma 
© 
= n Syringocystadenoma 
A papilliferum 
© 
$ Epithelioma Trichoepithelioma Sebaceous epithelioma Cylindroma (?) Spiradenoma 
Eb 
A Basal-cell Keratotic basaF cell Cystic basal-cell Adenoid basal-cell Syringoid basal-cell 

carcinoma carcinoma carcinoma carcinoma carcinoma 





Kligman—Pinkus 


stroma may in some way “induce” the epi- 
thelial proliferation. In our one case pre- ` 
senting hundreds of folliculomas, the stroma 
was often far more developed than the epi- 
‘thelial component in the very early stage. _ 
The squamous-cell carcinoma, on the other ~ 
hand, invades the connective tissue in aay 
destructive aggressive manner, destroying ita 3 
as an enemy. Here the relationship is not ; 3 
that of collaborators but tyrant to van- 
quished. The stroma is destroyed. Thus, 3 
squamous-cell carcinoma may be said to be E 
solely an epithelial tumor while adnexal 
neoplasms can be regarded as fibroepithelial _ 
tumors. ' 







Summary 


The folliculoma is a rare adnexal tumor 
of hair follicles. All degrees of follicle de- 
velopment are present including hair-bear- — 
ing vellus follicles. An accompanying rich 
connective tissue stroma is an essential com- 
ponent, resembling the native relationship 
between the follicle and its connective tissue E- 
sheath. 

In the scheme of classifying adnexal tu- 
mors according to their degree of differ- 
entiation. the folliculoma is situated between — 
the hair follicle nevus above and the tricho- i ¥ 
epithelioma below. The folliculoma provides —_— 
an illuminating example of the concept that 
nevoid, hamartomatous tumors are frus- 
trated attempts to form adnexae. 


Duhring Laboratory, Hospital of the University i 
of Pennsylvania, 36th and Spruce St. (4). ce 
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Arsenic Values in Various Skin Diseases 


Estimated by Activation Analysis 


A. GIRDWOOD FERGUSSON, 


Arsenic poisoning is known to produce 
or to be associated with exfoliative derma- 
titis, pigmentation, keratoses, squamous-cell 
epitheliomata, herpes zoster, and “rashes” 
clinically suggestive of lichen planus. Fur- 
thermore, particularly with regard to malig- 
nancies, there have been suggestions by 
Anderson (1932) and Montgomery and 
Waisman (1941) that there may be an 
etiological connection between arsenic in the 
skin and the development of basal-cell 
epitheliomata. But similar acute and chronic 
skin lesions may appear in the absence of 
any abnormal exposure to arsenic. Normal 
skin contains a small amount of arsenic, 
and it is conceivable that a variation in 
this arsenic content may result from dietetic 
or metabolic factors. In view of this, it 
seemed of interest to investigate arsenic 
values in the skin of patients who were 
suffering from eruptions which were ap- 
parently idiopathic but which resembled 
those characteristic of arsenic poisoning. 

Such an investigation was not possible by 
ordinary chemical methods, since these re- 
quire large amounts of tissue. Analysis by 
radioactivation was first suggested by Hev- 
esy and Levi in 1936 but was not a prac- 
tical proposition until the advent of modern 
nuclear reactors and was first applied to 
the estimation of arsenic in biological mate- 
rial by Smales and Pate in 1952. This new 
and important method of analysis has now 
been perfected for demonstrating arsenic 
in tissues and was adopted by Dewar and 
Lenihan in 1956 for the investigation of a 
case of chronic arsenic poisoning. In brief, 
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specimens of skin, hair, and nails were i A 
placed in a nuclear reactor. The induced 
radioactivity after chemical separation meas- E 


ten 
R 


ured by a Geiger counter provided an indi- 
cation of the amount of the target element - 
present in the original samples. The ad- | 
vantage of this method is that arsenic can 
be demonstrated in as little material as is — 
provided by a single hair. Using the method 
of activation analysis on hair in 1,000 nor-  ~ 
mal subjects, Lenihan and Smith (1959) 
obtained a mean arsenic value of 0.81 parts 
per million and a median value of 0.51 — 
p.p.m. Ninety per cent of random samples 
contained less than 1.39 p.p.m., 95% of 
random samples showed less than 2.05 | 
p.p.m., and 99% of random samples less 3m 
than 4.0 p.p.m. It would, therefore, be 
worth while considering whether there has — 
been exposure to arsenic when a value _ 
above 2 p.p.m. for hair is obtained. For < 
nail and for skin, the same workers found ` 
a mean arsenic value of 0.37 p.p.m. and a — 
median value of 0.30 p.p.m., while 95% of ` 
random samples contained less than 1 p.p.m. 
It would, therefore, be worth considering ~~ 
whether there has been exposure to arsenic 
when a value above 1.5 p.p.m. is obtained E- 
for nail or skin. A 
The paper presented today summarizes | 
results obtained over the past four years 
by applying the method of activation anal- E 
ysis in the investigation of 106 patients who pe 
were suffering from the various diseases rs 
of the skin already noted as being morpho-  — 
logically similar to those produced by actual 
arsenic poisoning. A 
Normal values for arsenic were found in a 
11 cases of palmar and plantar hyperkera- ` 
tosis, in 8 cases of senile and seborrheic 
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-amounts of arsenic (Table 4). 





TABLE 1.—Hyperkeratosis of Palms and Soles 
Including Tylosis Arsenic Values Estimated 
by Activation Analysis 








Parts per Million 





Hair Nail Skin 
0.12 — 0.06 
0.46 0.48 0.26 

— 0.11 — 
— 0.19 — 
— 0.13 — 
— 0.22 — 
— 0.39 — 
— 0.62 ` — 
-— 0.16 0.12 
0.18 0.39 0.14 
0.39 0.11 





_ keratoses, and in 11 cases of herpes zoster 


(Tables 1, 2, and 3). 


Eight cases of exfoliative psoriasis were 
examined and in six of these, hair, nail, 
and skin specimens all showed normal 
In two 
subjects large amounts of arsenic were 
found in hair, nail, and skin. In these, 


= arsenic had been taken medicinally, but de- 


tails of this treatment were unfortunately 


_ not available. In one of them, a very high 
= level of arsenic was present in the nails. 


This may have been contamination, but it 
must also be remembered that in the same 


subject a relatively higher arsenic content 


may be found in nail as compared with 
hair. This occurs because arsenic, taken 


= medicinally over a short period of time, is 
- deposited in a definite, circumscribed, band- 
like area of the growing tissue, be it hair 
or nail, and the arsenic value is expressed 
= relative to the nail clippings which may at 
= the time contain a large amount of the 
= metal, while the value for hair is expressed 
_ relative to the entire hair shaft only a small 


TABLE 3—Herpes Zoster: Arsenic Values 
Estimated by Activation Analysis 


Parts per Million 





Nail Nail Nail 
0.017 0.55 0.26 
0.30 0.27 0.25 
0.19 0.40 0.27 
0.30 0.20 
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TABLE 2.—Senile and Seborrheic Keratosis: 
Arsenic Values Estimated by 
Activation Analysis 











Parts per Million 

Hair Nail Skin 

0.14 — — 
— 0.20 0.06 
i = 0.18 
— 0.29 — 
— 0.25 — 
— 0.46 — 
— 0.26 — 
=> 0.52 0.019 





portion of which may contain an abnormal 
amount of arsenic. Contrasting with these 
cases were seven examples of nonspecific 
exfoliative dermatitis, in one of which an 
increased content of arsenic was found in 
the hair. The significance of this solitary 
finding is very doubtful, although it could 


not be explained as contamination from. 


soap used by the patient because on analy- 
sis this contained only 0.8 p.p.m. (Table 5). 

Specimens from 49 malignant conditions 
were examined. In 14 cases of basal-cell 
carcinoma, neoplastic tissue and nail speci- 
mens were analyzed, while nail specimens 
in an additional 18 cases of basal-cell car- 
cinoma were investigated. Three nail speci- 
mens gave results which were distinctly 
higher than the others in this series, but 
all values were within normal limits (Ta- 
ble 6). Thus, although multiple superficial 


TABLE 4.—E-xfoliative Psoriasis: Arsenic Values 
Estimated by Activation Analysis 


Parts per Million 





Hair 7 Nail Skin 
0.67 0.21 0.48 
— 0.57 0.14 
= 0.37 0.22 
0.36 0.37 0.22 
0.51 0.22 0.16 
0.48 0.32 0.17 


Cases with History of Treatment with Arsenic 


Hair Nail Skin 
10.5 27.4 33.5 
24 (Scalp) 92.0 4.0 
20 (Beard) 
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TABLE 5.—Nonspecific Exfoliative Dermatitis TABLE 6,—Basal-Cell Carcinomata Arsenic Values 
Arsenic Values Estimated by Estimated by Activation Analysis 





Activation Analysis 




















Parts per Million 
Parts per Million 
Tissue Nail Tissue Nail 
Hair Nail Skin 

0.10 — 0.13 0.15 

— 0.36 0.14 0.024 0.48 0.014 0.23 

— 0.31 = 0.25 0.30 0.12 0.49 

— 0.19 0.098 0.34 0.44 0.59 0.62 

— 0.11 0.45 0.34 0.63 0.055 — 
0.34 0.37 = 0.093 0.74 
6.0 _ se 0.39 0.53 
— — 0.1 0.43 0.20 
0.19 0.37 
forms of the disease were not examined, Nail Nail 
we found no evidence to suggest that basak > os, aor 
cell carcinoma has any association with ab- 0.08 0.30 
wie 043 0.66 
normal amounts of arsenic in the tissues. nao ao 
Nine cases of squamous-cell carcinoma aed = 
were investigated, and in one nail specimen _ 08 0.66 
a slight relative increase in arsenic content x ki apt 


was present (Table 7). The corresponding 
hair specimen showed no increase, and the 


value for nails may have been a result of his findings has been made by us with the 
contamination, especially since the patient present more delicate technique. 

was a laborer. Again, in seven cases of Various miscellaneous conditions were .in- 
Bowen’s disease, one nail specimen gave a vestigated, and nothing remarkable was 


result appreciably higher than the re- found apart from a very definite abnormal 
‘mainder of the series but not sufficiently increase in arsenic in hair and nail speci- 





high to be of significance (Table 8). And- mens from one case of pigmentation of Bs 


erson (1932) drew attention to-the similar- uncertaya orgie (Table 2); In this patient 
ity in microscopic changes between arsenical tPe clinical diagnosis of arsenic poisoning 


: was confirmed by the results of activation 
keratoses and Bowen’s disease. He searched : y 7 j 
Eri ; npe analysis. A second case of pigmentation 
for arsenic in the tissue of Bowen’s dis- 


h | lly high val i 
ease by the method of Osborne and reported : owe ae high Eo aor aa 
ER in nail clippings, but hair and skin results 
the presence of arsenic trisulphide in the 


A aaa? , were within the normal range, and the nail 
papillae of the corium. No confirmation of findings alone were insufficient to warrant 


. a diagnosis of arsenic poisoning. 
TABLE 7.—Squamous-Cell Carcinomata; Arsenic Sn P 5 
Values Estimated by Activation Analysis 





TABLE 8.—Bowen’s Disease; A rsenic Values 
Estimated by Activation Analysts 





Parts per Million 




















Hair Nail Skin Parts per Million 

— 0.12 0.11 Hair Nail Skin 
0.89 0.47 0.27 

— — 0.11 0.90 1.14 — 
— + 0.47 — 0.12 0.54 0.27 
— 0.57 = — 0.29 0.32 
— 0.57 — — 0.16 0.71 
— 0.46 0.44 — — 0.22 
— 0.24 — -— 0.88 0.05 
0.12 2.9 a — 0.57 0.72 8.18 
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A TABLE 9.—Miscellaneous Conditions; Arsenic 
; Values Estimated by Activation Analysts 












E> Parts per Million 
Diagnosis Skin Hair Nail 
“wa 
_ Tehthyosis — 0.45 0.32 
Scleroderma 
= (localized) 0.068 — — 
i. Qs — 0.25 0.47 
é A Epithelioma 
_Adenoides = — 0.3 
~ Cysticum 
_ Epidermal cyst 0.18 — — 
Spi ementation & 
-~ leucoderma -= — 0.3 
wy _ Pigmentation 0.6 0.54 0.78 
: Ke 0.6 0.8 1.9 
ig ” — 6.52 16.65 
_ Pyoderma 0.026 — — 
ao 0.012 -— 0.51 
Lichen planus 0.11 — — 
- Malignant 
0.015 — — 


‘melanoma 





vty 


Two cases of scleroderma showed normal 
=~ values for arsenic. In this connection 
_ Ayres (1920, 1921) suggested that sclero- 
= derma might be a manifestation of chronic 
A arsenic poisoning and reported finding ar- 
= senic in the urine in five cases of sclero- 
= derma. Berkowitz (1926) and others also 


E considered the possibility of arsenic as a 


< causal factor in scleroderma. There was, 
r oe no confirmation of Ayres’ and 
_ Berkowitz’ hypotheses so far as our find- 
= ings were concerned. 


It would appear that there is a fairly 

E rapid excretion of arsenic from tissues 
R after its exhibition is discontinued. Such a 
= disappearance of arsenic from tissues is 
shown in the first case in which activation 
_ analysis was used to confirm arsenical pois- 

= oning in this country (Table 10). It is 
Birch noting that although squamous-cell 











~ TaBæ 11—Sheep-Dip Worker: Squamous 
iz Carcinoma of Scrotum 

; : bs Arsenic—Parts per Million 

È ‘ Date Skin Hair Nail 
a ses 1.86 329 (Scalp) 117 
a 7-6-57 — 3.12 (Beard) — 
fs 14-6-57 = 1.17 — 
28-46-57 — 0.84 -- 
E 5-7-57 — 0.94 -= 
E 
a 
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TABLE 10. ‘ae Arsenicalis Taken Orally, 
Daily for Twelve Years: Arsemc Values 
Estimated by Activation Analysis 





Parts per Million 
Date Skin Hair Nail 
6-4-55 _ 8 (beard) — 
14-4-55 7 2 (beard) 11 
22-12-57 0.26 0.89 (scalp) 0.47 
20-10-58 0.11 == 0.12 





* Case C. B. (Dewar and Lenihan, 1956): arsenic discontinued 
Nov. 4, 1955. 


epitheliomata are continuing to appear in 
this subject, tissue arsenic is now within 
normal limits. In another example (Table 
11), the fairly rapid elimination of arsenic 
with hair growth is also well illustrated. 
These findings are at variance with those 
of Scott (1958), who found that arsenic 
persisted in the tissues for a long time 
after exposure to it had ceased. Our find- 
ings also 
dimercaprol is not indicated in such cases, 
and it would appear that cell damage may 
be irreversible after arsenic has been re- 
moved from tissues. In this connection, 
Wade and Frazer (1953) found that no 
change in hyperkeratosis or skin pigmenta- 
tion resulted from such treatment. 

In the entire series of cases, with the 
exception of those in which arsenic medi- 
cation was a known factor, the arsenic val- 
ues for nails were within normal limits. 
This is demonstrated graphically by the 


_ DISTRIBUTION OF 
ARSENIC IN NAIL. 






% SUBJECTS 
re) 


0-0] 
O.|- 0.2 


02-03 04-05 
03-04 05-06 


ARSENIC (PPM.) ——~ 


0.6-O7 
0O7— 


e 
Arsenic content of nails in the cases with no 
history of arsenic medication. 
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histogram of the distribution of arsenic in 


nail specimens from our series (Figure). 
In conclusion, although arsenic has not 


been found in abnormal amounts ina sig- 
nificant number of conditions morphologi- 
cally similar to those associated with arsenic 


poisoning, we consider that investigation by 
activation analysis has an assured place 
among the diagnostic techniques now avail- 
able for demonstrating the etiological fac- 
tors which may be concerned in the 
production of pigmentations, exfoliative 
states, and malignancies. It is also worthy 
of note that activation analysis is applicable 
to the estimation of metals other than ar- 
senic and so to a wider field of investigative 
studies. 


We are indebted to Dr. J. M. A. Lenihan, who 
made this research possible. We wish to thank 
Mr. A. P. M. Forrest for permission to quote 
the results shown in Table 11, and we are grateful 


Fergusson et al. 
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The Amino Acid Composition of Exfoliative Tissue 


in Psoriasis 


HUGO ZAHND, Ph.D. and MARTIN CITRON, M.A., Brooklyn, N.Y. 


Introduction 


Since the amino acid composition of hy- 
drolysates of psoriatic scales might give 
some clues as to the pathology of the disease, 
it was decided to subject the hydrolysates to 
chromatographic analysis. 

The excellent method of column chro- 
matography based on the use of ion ex- 
change resins as developed by S. Moore and 
W. H. Stein? was used in this work. The 
high degree of percision of the method, as 
well as the relatively short time required 
for a complete determination, recommend 
this procedure. 


Method 


Preparation of the hydrolysate: The psoriatic 
scales were washed successively with ether and 


- acetone in order to remove any lipid material which 


might be present. The washed and air-dried scales 
were kept in a vacuum dessicator over anhydrous 
calcium chloride. 

The acid hydrolysate was prepared by refluxing 
the tissue in 15 times its weight of 6 N HCI for 
a period of from 15 to 20 hours and at a tempera- 
ture of 115 to 120 C. The hydrolysate was then 
diluted volumetrically so as to contain exactly 1.5 
mg. or 2.0 mg. of tissue per ml. of solution. 

Since tryptophan is destroved by means of acid 
hydrolysis, a basic hydrolysate was prepared for 
the determination of this amino acid. The prepara- 
tion of this hydrolysate was accomplished by re- 
fluxing the tissue in 15 times its weight of 5N 
NaOH for a period of from 12 to 16 hours and 
at a temperature of 155 to 120 C. 
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Preparation of the ion exchange columns: A 
sufficient quantity of Dowex 50-X8, a sulfonated 
polystrene resin, was washed and converted to its 
sodium salt in accordance with the directions rec- 
ommended by Moore and Stein, and the product 
thus obtained was used for the preparation of the 
resin columns. Two chromatographic glass col- 
umns, one 115 cm. and the other 25 cm. in height, 
were carefully packed with the prepared resin. The 
resin bed of the long column was 115 cm. in height, 
while that of the short column was 15 cm. in 
height; the diameter of the resin columns in both 
cases was 0.9 cm. The long column was used for 
the chromatographic determination of the neutral 
and acidic amino acids; the short column was 
used for the chromatographic separation of the 
basic amino acids. 


The column was mounted over a homemade auto- 
matic fraction collector which was constructed for 
about $80.00. Several models of automatic fraction 
collectors are commercially available. These col- 
lectors are activated either by a timer or a photo- 
electric drop counter. The homemade apparatus 
used in our work was equipped with a complete 
timing unit salvaged from a refrigerator’s defrost- 
ing timer unit. The fraction collector was designed 
so as to collect successive equal portions of the 
effluent which passed through the column.* 


Elution of the columns: Before attempting the 
chromatographic separation of the hydrolysates of 
psoriatic scales, the efficacy of the columns was 
tested by means of synthetic mixtures. In the case 
of the long column the synthetic mixture consisted 
of aspartic acid, threonine, serine, glutamic acid, 
proline, glycine, alanine, cystine, valine, methionine, 
isoleucine, leucine, tyrosin, and phenylalanine. The 
sample applied to the column consisted of 1 ml. 
of solution containing 0.1 mg. of each amino acid. 
Four 1 ml. samples were then subjected to the 
chromatographic procedure developed by Moore 
and Stein.’ In the case of the short column the 


synthetic mixture consisted of tyrosin, phenylal- 


* Detailed instructions for the construction of 
the homemade fraction collector have been sub- 
mitted for publication in the Chemist-Analyst, 
published by J. T. Baker Chemical Co., Phillips- 
burg, N.J. Intérested readers may obtain this in- 
formation from the authors. 
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_ anine, tryptophan, histidine, lysine, and arginine. 
The sample applied to this column consisted of 
1 ml. of solution containing 0.2 mg. of each amino 
acid. Again four 1 ml. samples were subjected 
to chromatographic analysis. The separation and 
quantitative recovery of the amino acids in the 
synthetic mixtures was found to be most satis- 
factory. It must be emphasized, however, that the 
experimental procedure recommended by Moore 
and Stein must be closely followed. 

One ml. of hydrolysate, containing 1.5 mg. of 
tissue, was applied to the surface of the long 
column. The column was then eluted with a citrate 
= buffer with a value of pH 3.41* at a temperature 
of 37.5 C, the process being continued until the 
emergence of the cystine effluent peak. The process 
of elution was continued, using a citrate buffer 
with a value of pH: 4.25* and a temperature of 
50 C, until the emergence of the leucine peak. The 
temperature was now changed to 75 C, and the 
process was continued until the emergence of the 
phenylalanine peak. A total of 340 ml. effluent 
was collected in the process of separation of the 
14 amino acids. The column was eluted at a rate 
of 4 ml. per hour, and the automatic fraction col- 
lector was adjusted so as to collect 1 ml. per 
fraction. 

In a similar fashion 1 ml. of hydrolysate, con- 
taining 2.0 mg. of tissue, was applied to the surface 
of the short column. The process of elution was 
started by using a citrate buffer having a pH of 


ASPARTIC 
ACID 






Fig. 1—Separation of 
acidic and neutral amino 
acids from the hydrol- 
ysates of psoriatic scales. 
The column of Dowex 
50— X8, 0.9100 cm., was 
eluted with a 0.1 M solu- 
tion of citrate buffer with 
a pH value of 3.41 at a 
temperature of 37.5 C un- 
til the emergence of the 
cystine peak, with a 0.1 
M solution of citrate buf- 
fer with a pH value of 
4.25 at 50 C until the 
emergence of the leucine 
peak, and at 75 C until 
the emergence of the 
phenylalanine peak. Sam- 
ples of 1.5 mg. of scales 
in acid medium were 
chromatographed. 
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5.0* and the elution was continued until thei 
emergence of the tyrosin and phenylalanine peaks. 
The process was next continued by eluting with 


a phosphate buffer having a pH of 6.8* until the — 


emergence of the lysine peak. The process of elu- 
tion was completed with the aid of a citrate buffer 
having the value of pH 6.52 A total of 175 ml. 
effluent was collected by the time of emergence 
of the arginine peak. The short column was run — 


at a constant temperature of 25 C. As in the case 


of the long column, the effluent rate was 4 ml. 


per hour, and the fraction collector was adjusts 4 


so as to collect 1 ml. per fraction. 


The results reported in this paper are based i 
on 4 chromatograms for the neutral and acidic 
amino acids on the long column (using an acid ~ 
hydrolysate), and 4 chromatograms for the basic 
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amino acids on the short column (using an acid ‘a 


hydrolysate) as well as 4 chromatograms for 
tryptophan on the short column (using a basic 
hydrolysate), 


Development of the fractions: The fractions of 


effluent collected were developed in batches of 50 
at a time. The ninhydrin reagent? was added to 


each collecting tube, the contents of which were — R 


agitated, and each tube was placed in a wire rack 


with a capacity for 50 tubes. The rack with the 


50 tubes was then placed in a boiling water bath 
for a period of 15 minutes. At the end of this 
period the tubes were removed and the contents 
of each was diluted accurately to a volume of 
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Fig. 2—Separation of 
the basic amino acids and 
tryptophane from the 
hydrolysates of psoriatic 
scales. The column of 
Dowex 50—X8, 0.9X15 
cm., was eluted succes- 
sively with 0.1 M solution 
of a citrate buffer with a 
pH value of 5.0 until the 
emergence of the tyrosine 
and leucine peaks, a phos- 
phate buffer with a pH 
value of 6.8 until the 
emergence of the lysine 
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AMMONIA 


LYSINE 


ARGININE 


HISTIDINE 


50 75 100 125 MESo 175 
mL. EFFLUENT 


peak, and a citrate buffer with a pH value of 6.5 until the completion of the elution process. The 
temperature was maintained throughout at 25 C. Samples of 2.0 mg. of scales in acid or basic me- 


dium were chromatographed. 


5 ml. The intensity of color developed was meas- 
ured immediately in a photometer at a wave-length 
of 560 ma. 


Evaluation of results: A standard color-con- 
centration curve was drawn by plotting mM of 
leucine against the optical density X 1,000 of the 
color produced with the ninhydrin color reagent.’ 
On converting the readings of the effluent frac- 
tions to leucine equivalents by means of the color- 
concentration curve and plotting these values 
against ml. effluent, chromatograms such as shown 
in Fig. 1 and Fig. 2 were obtained. Each peak 
represents a single amino acid and the area under 
the curve is proportional to the concentration of 
the respective amino acid. The concentration of 
each amino acid is calculated either by the sum 
of the readings for the particular curve or by 
the integration of the curve. The value arrived 
at, however, is in terms of leucine equivalents 
and must be converted by means of an appropriate 
factor? to the value in terms of the particular 
amino acid. When the complete resolution of the 
amino acid peaks is not attainable, as is at times 
the case, an equation developed by Stein and 
Moore* is used for the calculation of the con- 
centration of amino acid in the presence of that 
of another amino acid. 


Table 1 represents the average values of the 
amino acids recovered in terms of the units indi- 
cated and based on 4 chromatograms—using an 
acid hydrolysate separated on the long column and 
8 chromatograms using the short column, for four 
of which were used an acid hydrolysate and for 
four an alkaline hydrolysate. 


Comment 


It should be emphasized that the values 
reported in the Table are based on the 
chromatographic separation of hydrolysates 
of psoriatic scales obtained from a single 
case of extensive psoriasis. 
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The first column of the values in the 
Table lists the amino acids recovered from 
the hydrolysates in terms of per cent by 
weight. Assuming psoriatic scales to be 
largely protein material, a total recovery 
value in terms of amino acids over 100% 
(109.6%) is not surprising. The process of 
hydrolysis involves the cleavage of the 
peptide bonds with the resultant addition of 
water to the peptide residues as they give 
rise to the amino acids in the hydrolysates. 


TABLE—Amino Acids Recovered from 
Psoriatic Scales 











Amino Acids 
Amino Acids Residues Nitrogen 
Recovered Recovered Recovered 

Aspartic acid 9.02 7.79 4.38 
Threonine 3.81 3.23 2.08 
Serine 5.25 4.36 3.25 
Glutamic acid 15.3 13.4 6.77 
Proline 4.24 3.58 2.44 
Glycine 6.53 4.98 5.62 
Alanine 5.28 4.21 3.86 
Cystine 0.406 0.375 0.22 
Valine 4.24 3.59 2.35 
Methionine 1.92: 1.69 0.83 
Isoleucine 5.42 4.68 2.68 
Leucine Oe65 8.33 4.75 
Tyrosine 3.59 3.23 1.29 
Phenylalanine 5.61 5.00 2.20 
Tryptophan 1.06 0.971 0.67 
Histidine 3.72 3.29 4.67 
Lysine 11.0 9.63 9.83 
Ammonia 1.86 6.99 
Arginine 11.5 10.3 17.1 
Cysteine 0.210 0.180 

Sum of Values 109.6 92.8, 82.0 


The values listed indicate the gm. of amino acids and 
gm. of amino acid residue recovered (calculated on the 
basis of 100 gm. of psoriatic scales) as well as the nitrogen 
recovered as pef cent of the total nitrogen value of the 
psoriatic scales. 
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AMINO ACID COMPOSITION 


When the values are reported in terms of 
amino residues, as indicated in the second 
column, the total recovery is reduced to a 
value of 92.8%. 

The data listed in the third column of 
Table 1 indicates the values for the amino 
acids recovered in terms of the familiar 
per cent of total nitrogen present in the 
original material. This value, it should be 
noted, is 81.9%. 

E. B. Helwig* reports that psoriatic 
scales, unlike normal stratum corneum, re- 
tain cell nuclei. This observation points to 
the fact that psoriatic scales are not com- 
posed of simple protein material. The 
hydrolysates used in our work gave positive 
results for the presence of phosphate ions by 
means of the phosphomolybdate test, and, 
further, gave similar results for the presence 
of pentose sugar by the application of Bial’s 
test. Therefore, assuming the presence of 
products of decomposition of cell nuclei in 
the hydrolysates would at least partially ex- 
plain the recovery values in terms of amino 
acid residues. Further, the value of 81.9% 
in terms of nitrogen recovery seems more 
plausible if it is recalled that cell nuclei 
contain purines and pyrimidines which are 
high in nitrogen content. If we assume the 
presence of cell nuclei in psoriatic scales, 
the total nitrogen value for the latter would 
include the nitrogen of the purines and py- 
rimidines; this nitrogen, obviously, would 
not be accounted for by the nitrogen in 
terms of amino acids recovered. 

An examination of Table 1 reveals rela- 
tively high values for the amino acids 
arginine, lysine, and glutamtc acid. Surpris- 
ingly low values were obtained for cystine 
and cysteine. 

Since in the chromatographic procedure 
cysteine is converted to cystine, the former 
amino acid was determined colorimetrically 
by the method of Sullivan.® 

The high sulfhydril value reported by 
Flesch and Esoda,® and the low value for 
cysteine found in our work suggests the 


Zahnd—Citron . 
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presence of other sulfhydril compounds in 
psoriatic scales. 


Summary 


The presence of alanine, arginine, aspartic 


acid, cystine, glutamic acid, glycine, histi- 
dine, isoleucine, leucine, lysine, methionine, 
phenylalanine, proline, serine, threonine, 
tryptophan, tyrosin, and valine have been 
determined quantitatively in the hydrolysates 
of psoriatic scales by means of the chroma- 
tographic procedure developed by Moore 
and Stein. Cysteine, the nineteenth amino 
acid, was determined by the quantitative 
colorimetric method of Sullivan.® 

No evidence for the existence of any 
other amino acid in the hydrolysates of 
exfoliative psoriatic tissue has been noted. 

Arginine and lysine recoveries, compared 
to the values of similar normal tissue,’ are 
relatively high. 

Cystine and cysteine values, as compared 
to the results of similar normal tissue,‘ are 
relatively low. 


Department of Chemistry, Brooklyn College, 


Bedford Ave. and Avenue H. 
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Changes in Serum Lipoproteins in Psoriasis 


EDWARD M. SHAPIRO, M.D.; JOHN M. KNOX, M.D., and SCOTT GRUNDY, B.S., Houston, Texas 


If psoriasis is a disease of systemic lipid 
metabolism, some deviation from the normal 
should „be found in the serum lipoprotein 


_ levels of psoriatic patients. It has been shown 


that the lipid constituents in the serum, in- 


_ cluding phospholipids, neutral fats, triglyc- 


erides, cholesterol, and cholesterol esters, are 
carried primarily as lipid-protein complexes 
called lipoproteins.1? The best method at 


= present for studying these relatively un- 


stable compounds is by the technique of 
ultracentrifugation. This study was under- 
taken to determine what changes, if any, oc- 
cur in serum lipoprotein fractions of patients 
with psoriasis when treated by various 
means. 

In recent publications it has been demon- 
strated that patients with psoriasis show no 
consistent variation from the normal with 
regard to serum lipoproteins. No significant 


_ abnormalities were found by Lea et al.? in 


the serum lipoproteins of patients with 
psoriasis, and these findings were confirmed 
in our own preliminary report.* The possi- 
bility remains, however, that there might be 
characteristic changes in the levels of serum 
lipoproteins when the patient with psoriasis 
is treated with agents designed to lower 


= serum lipids, or which have been postulated 


to benefit psoriasis through this medium. 


Methods and Materials 


Thirty-one patients with psoriasis and ten con- 


_ trols who had no known psoriasis were drawn 


from the charity clinics of Jefferson Davis Hos- 


a pital, the Veterans Administration Hospital, Hous- 
_ ton, Texas, and from our private practice. Initial 


fasting blood specimens were taken for lipoprotein 
analysis, cholesterol determination, and calibration 


Submitted for publication Oct. 9, 1959. 
From the Department of Dermatology, Everett 
R. Seale, Chairman, and the Department of Bio- 


= chemistry, Baylor University College of Medicine, 


Houston, Texas. 
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of the atherogenic indices. All of the subjects were 
treated with a standard low-fat diet, then groups 
of these patients were treated with Entozyme, 
Lipan, heparin, trypsin, phosphorylated hesperidin, 
or triamcinolone. Control patients without psoriasis 
were given the same drugs in an identical manner. 
When the patient had taken the prescribed medi- 
cation for an additional period of from one to 
three weeks, lipoproteins, atherogenic index, and 
cholesterol serum levels were again determined. 
The patients with psoriasis were observed closely 
to correlate the clinical course during treatment 
with changes in the lipoprotein pattern. 


The procedure for determining the serum lipo- 
protein levels was similar to that described by 
Gofman.* The serum lipoproteins of density less 
than 1.0635 gm/ml. were submitted to ultracentri- 
fugation at 30,000 r.p.m. (Spinco Model E ultra- 
centrifuge) and the upper milliliter analyzed at 
52,640 r.p.m. at 26 C. The lipoprotein levels were 
calculated as to concentration in the standard Se 
0-12 and S: 12-400 fractions (Svedberg flotation 
units). Serum cholesterol values were determined 
by the method of Pearson, Stem, and McGavack® 


Results 


The Effect of Diet.—A total of 20 patients 
with psoriasis, and 10 controls, were treated 
with diet. Included were 11 women and 9 
men, with ages varying from 26 to 75. The 
patients so treated were given a standard 
low-fat and low-cholesterol diet. The sug- 
gested meal plan provided less than 75 mg. 
of cholesterol, 220 mg. of carbohydrate, 85 
gm. of protein, and 50 mg. of fat. The 
calories allowed were in the neighborhood of 
1670 calories. 


The serum lipoprotein values of these pa- 
tients were compared with the average 
readings for their age groups, according to 
previous studies by Gofman, and with the 
controls. Thirteen patients in this group had 
initial Sẹ 0-12 fraction levels lower than 
average, and five had readings higher than 
average. In “the S; 12-400 group, fourteen 
had initial readings lower than average, and 
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LIPOPROTEIN LEFELS IN PSORIASIS 


only four had readings higher than average. 
These findings amplify a previous study in 
which the lipoproteins in patients with 
psoriasis were found to be slightly lower 
than the general population.* 

In general, diet tended to have a lowering 
effect on the lipoprotein levels of patients 
with psoriasis, and of control patients. This 
effect has been demonstrated by other in- 
vestigators. One patient was able to bring 
down his S¢ 0-12 value from 4.4 mg. above 
average to 137.7 mg. below average. He 
was also able to deerease his already lower 
than average Sẹ 12-400 level from 108 mg. 
to 33 mg. The diet alone reduced the athero- 
genic index in 12 out of 16 patients, and 
the cholesterol was decreased in 8 out of 
the 13 in which cholesterol levels had been 
determined. | 

These findings were essentially similar to 
the control group, and to a large series of 
patients in the same general age group 
treated with diet for atherosclerosis. There 
was no consistent change in the skin man- 
ifestations of the psoriasis which could be 
attributed to treatment by diet. 

The Effect of Entozyme and Lipan.—A 
total of five patients, four women and one 
man, were given Entozyme. This is a pan- 
creatic enzyme preparation containing 250 
mg. of pepsin, 300 mg. of pancreatin, and 
150 mg. of bile salts. The dosage given was 
2 tablets t.i.d. 

Three of the five patients treated had a 
lowering of the Sẹ 0-12 value, also three 
of the five had a lowering of the Sẹ 12-400 
values. Four of the five had a reduction in 
the atherogenic indices. It is interesting to 
note that all five patients ‘had an increase 
in the serum cholesterol values. Two other 
patients were treated with Lipan, also a 
pancreatic enzyme preparation which, in 
addition, contains thiamine. The results of 
these determinations were inconsistent, as 
were also those of the controls. There were 
no side-effects and no consistent improve- 
ment in the skin manifestations with the 
administration of either agent., 

The Effect of Trypsin—Five persons 
with psoriasis and three control patients 


Shapiro et al. 





were given trypsin in the form of a buccal — 
tablet. The dosage was 3 tablets per day, to — 
be dissolved in the buccal pouch or under- 


the tongue. Three of the five patients with 


psoriasis had increases in the S 0-12 frac- 
tion, and all had an increase in the Sẹ 12-400 | 
level. The controls, in contrast, showed de- | 
creases in the levels of both fractions. In 
all cases of psoriasis the atherogenic index _ 
was increased. The only side-effect noted — 
was burning of the tongue if the tablet was — 
not kept continuously moving, or if it was — 


allowed to remain in contact with the tongue 
for too long a time. In no case was it neces- 


sary to discontinue treatment for, this rea- — 


son. There was no change in the lesions 
of psoriasis that could be attributed to the 
treatment. 

The Effect of Hesperidin—Three cases, 


two men and one woman, and two control — 


patients were treated with phosphorylated 


hesperidin. All patients with psoriasis had 


an increase in the Ss 0-12 level. The values 
of the remaining fractions and those of the 


controls were not consistent. No striking — 


change was noted in the clinical disease. 


The Effect of Triamcinolone——In the © 
group of patients treated with triamcinolone, _ 


there were three women and two men with 
psoriasis, and three male control patients. 
The dosage given was one 4 mg. tablet q.i.d. 
All patients with psoriasis and one control 
had an increase in the Sẹ 0-12 value. Four 
of the patients, in addition, had an increase 
in the Sẹ 12-20 figures. Four of the five 
psoriatics and two of the three controls had 
an increase in the atherogenic index. All of 


the psoriasis patients showed an improve- — 
ment in the clinical picture after the first — 


week. 

The Effect of Heparin —One hospitalized 
patient was treated by the injection of 
heparin. There was a marked decrease in all 
lipoprotein fractions and in the atherogenic 


index. There was no concomitant improve- _ 


ment in the course of the disease. 


Comment 


In this study a particular effort was made 


to correlate the course of psoriasis while 
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Effect of Treatment on Serum Lipoproteins 








Serum Lipoproteins, Mg. % 





No. of Atherogenic Cholesterol, 

Treatment Patients S: 0-12 St 12-20 Sz 20-400 Index Mg. % 
Low-fat diet 20 + —-— ——_ — —_ 
Triamcinolone _ 5 ++++ —--- +-+ +++ Sa 
Trypsin 5 T + eer Fa a 5 
Entozyme 5 — — _ —— fj 
Hesperidin 3 +t -— -- -= ++ 
Lipan < 0 TEE 0 ++++ 0 
Heparin 1 — — —_ + 





These values indicate the effect on serum lipids produced by various types of treatment. The + or — shows the approximate aver- 


aged change for each determination. 


under treatment with changes in serum lipo- 
proteins. All of the patients treated with 


hypoadrenocorticism. Certain of these dis- 
eases have been reported to be associated 


triamcinolone improved to some degree. more frequently with psoriasis.®7 In this 
_ There was no consistent clinical improve- study, diet and heparin caused a clearing, 
i ment redated to the administration of or decrease, in the serum cholesterol; while 


Entozyme, Lipan, trypsin, hesperidin, or 
heparin. 

The results of this study indicate that 
various forms of treatment are capable of 
influencing serum lipoprotein values in pa- 
tients with psoriasis. The low-fat diet alone 


= consistently tended to lower the lipoprotein 
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and cholesterol levels. The atherogenic index 
was also lowered in two-thirds of the pa- 
tients so treated. Although an occasional 
patient improved while under treatment by 
diet, there was no consistent or maintained 
improvement in the course of the disease. 
Triamcinolone administration was associated 
with an increase in the Ss 0-12 fraction and 


an increase in the atherogenic index. Con- 


currently there was an improvement in the 
clinical picture. On the other hand, trypsin 
also caused a rise in the atherogenic index, 
but did not benefit the psoriasis. From this 
it may be seen that improvement in psoriasis 
is not necessarily associated with the amount 
of lipoproteins circulating in the blood, or 
with the atherogenic index. 

In regard to cholesterol, there are a num- 
ber of diseases which are considered to 
have hypercholesterolemia as a common de- 
nominator. Some of these diseases are as 
follows: essential hypercholesterolemia, dia- 
betes, nephrosis, hypothyroidism, biliary 
obstruction, and hyperadrenocorticism or 
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trypsin and Entozyme caused an increase in 
the cholesterol values. Neither an increase 
nor a decrease in the cholesterol values 
could be correlated with improvement of 
psoriasis. 

The results obtained in this study indicate 
that there is no detectable abnormality of 
systemic lipid metabolism in psoriasis, and 
that altering blood lipids is of no appreciable 
therapeutic value in this disease. 


Summary 


Thirty-one patients with psoriasis and 
ten controls were treated initially with a 
low-fat diet; and their blood lipids, cho- 
lesterol, and atherogenic indices were de- 
termined. 

A group of these patients were then 
treated with Entozyme, Lipan, trypsin, 
hesperidin, heparin, or triamcinolone; and 
the changes in the lipoprotein levels were 
noted. 

The serum levels of lipoproteins and 
cholesterol can be elevated or lowered by 
diet and various forms of medical treatment. 

Clinical improvement in psoriasis could 
not be correlated with reductions or eleva- 
tions in lipoprotein levels, atherogenic in- 
dex, or cholesterol values of the serum. 


624 South Tatar, Pasadena, Texas. 
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Histochemical Comparison of Boeck’s Sarcoid with 


Other Cutaneous Granulomas 


ALFRED HOLLANDER, M.D., Springfield, Mass., and SHELDON C. SOMMERS, M.D., Boston 


Mowty’s_ histochemical application of 
Alcian blue as a stain for acid mucopoly- 


} _ saccharides has opened new roads for the 


examination of the mucopolysaccharides of 
the skin.’ In a previous study of cutaneous 
leprosy, utilizing this and other suitable 
stains, we observed the following: a de- 
crease of dermal neutral mucopolysaccha- 
rides as a characteristic of leprous 
granulomas; a lesser effect on acid muco- 
polysaccharides of the dermis; and an un- 


anticipated abundance of mast cells.2 In 


the present study of skin specimens of vari- 
ous other types of granulomatous infiltra- 
tions our purpose was to find whether the 
newer histochemical stains for mucopoly- 
saccharides might be of any differential 
diagnostic value or would reveal any infor- 
mation as to their etiology. 

The cause of skin lesions of Boeck’s sar- 


coid (Besnier-Boeck-Schaumann disease), 


erythema induratum, lichen nitidus, and 
granuloma annulare is as yet unknown. 
Tuberculoid granulomatous infiltrations of 
the skin are present in the first three en- 
tities; the fourth entity shows fibrinoid ne- 
crotic and granulomatous tissue structure, 
possibly of rheumatoid or chronic infectious 
character. 


Materials and Methods 


We examined Zenker or formalin-fixed and 
paraffin-embedded skin specimens from 19 persons, 
including 6 cases of Boeck’s sarcoid, 3 of erythema 


= induratum, 1 of lichen nitidus, 3 of granuloma 


annulare, and 6 cases of nonspecific cutaneous 
granulomatous infiltrations. The following stains 


Submitted for publication Aug. 29, 1959. 
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were employed: (1) periodic acid-Schiff technique 
(PAS), according to the method of Pearse, (2) 
Alcian  blue-periodic-acid-Schiff method (AB- 
PAS), (3) Alcian blue, (4) Foot’s stain for 
reticulin, and (5) hematoxylin and eosin for 
general orientation. 


Results 


A most striking and consistent difference 
was found between the histochemical stain- 
ing qualities of the cutaneous granulomas 
of Boeck’s sarcoid and those of the other 
granulomatous conditions. The epithelioid 
tubercles of sarcoid appeared a light red 
with PAS, due to a positively stained cyto- 
plasmic content, which was more marked 
in the multinucleated giant cells present, so 
that the granulomatous areas stood out 
prominently at low-power magnification. 
Reticulin proliferation was quite profuse 
around the sarcoid granulomas, and argyro- 
philic fibers were also numerous within 
these granulomas. 

Alcian blue stain for acid mucopolysac- 
charides generally either completely failed 
to color or stained the sarcoid granulomas 
very poorly. Fibrous connective tissue be- 
tween the granulomas of sarcoid was stained 
conspicuously by this method. 

The other granulomatous processes in- 
vestigated tended to stain more strongly 
with Alcian blue, both as regards the epi- 
thelioid cells that composed the granulomas 
and the intervening and surrounding con- 
nective tissue. Under low-power magnifica- 
tion the granulomas thus showed a clear 
blue color. PAS staining was generally re- 
stricted here to blood vessel walls, foci of 
fibrinoid necrosis, and the cytoplasm of 
some foreign-body-type giant cells. Retic- 
ulin fibers Were not nearly so prominent 
with the other granulomas as was observed 
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t in Boeck’s sarcoid. Combined staining with 


both PAS and Alcian blue showed a tend- 

ency to focal purple coloration around and 

in some of the nonsarcoid granulomatous 
| foci. This rarely occurred in foci of sarcoid 
s reaction. 


Erythema induratum was notable for a 
heavy proliferation of argyrophilic reticulin 
fibers in and around the granulomas. Ne- 
crotic foci stained with PAS, newly formed 
fine Alcian-blue-positive fibers occurred cir- 
cumferentially, and sites of older inflam- 
mation stained purple with the combined 
PAS-AB method. In lichen nitidus the 
superficial dermal reticulin was quite frag- 
mented, and PAS-positive fibers inter- 
mingled with AB-stained fibrils in the 
lesion. Granuloma annulare likewise lacked 
intrinsic reticulin proliferation but had 
typically central PAS-positive fibrinoid ne- 
crotic foci surrounded by a layer of AB- 
stained fibrils, with a combined PAS-AB 
staining of the outermost fibers. Among 
nonspecific dermal granulomas, other stain- 
ing with PAS was usually restricted to the 
cytoplasm of giant cells. 


Most connective tissue fibers here were 
AB positive, and there was a moderate pe- 
ripheral reticulin proliferation. 


Basement or corium membranes of the 
papillary layer of the corium and of the 
skin adnexae were thickened in all types 
of dermal granulomas, as we previously 
reported in the study of chronic dermatoses 
such as eczema, lichen simplex chronicus, 
and psoriasis vulgaris.3 


Comment 


Sarcoid infiltrations of ‘skin may occa- 
sionally be confused with other granu- 
lomatous inflammatory processes, and in 
such cases the distinctive tendency of the 
sarcoid foci to stain with PAS technique 
may be helpful in diagnosis when combined 
histochemical ‘techniques for neutral and 
acid mucopolysaccharides are used. Other 
nonspecific and specific infectious or idio- 
pathic granulomas of skin we have so far 
studied showed relatively eos stain- 
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ing with histochemical procedures for acid ` 
mucopolysaccharides. i A 
The etiology of Boeck’s sarcoid has been ; 
one of the most controversial subjects in k 
medical literature. Its relationship to tu- E 
a 
berculosis has played an important role in Ee 
the work of various European investigators, — 3 
but has evoked little current interest in the — 
United States. In a recent study on the i 
pathogenesis of Boeck’s sarcoid Refvem ‘4 : J 
concluded that an indirect epithelioid cell is 
reaction of an immunological type, based on 


the production of an antibody containing or 
accumulating phospholipid, may occur in E 
Boeck’s sarcoid. aAA 


After a careful review of the literature © T 
one must admit that up to the present time É: 
the etiology and pathogenesis of Boeck’s 
sarcoid are still obscure. Our study has a ie 
not given any clue to the etiology of sarcoid — 
or ‘various other granulomatous Processes — a 
investigated. E 9 

PAS technique brings out both neutral 
mucopolysaccharides and a variety of less | i 
well-classified substances of a lipoid nature, E 
such as plasmals. In sarcoid, the epithelioid : 
cells evidently either manufacture or collect 2 * 
and store excessive amounts of such com- 
plex materials. Cunningham*® considered e 
the protein and lipoidal components to be 
of some importance in the formation of the pe 
so-called asteroid bodies in sarcoid and ~ 
other diseases. Such storage phenomena 
would support the theory of an abnormal A 
antibody synthetic process of mononuclear 
cells in sarcoidosis by demonstrating evi- — 
dence of increased intracellular lipoid- 
protein complexes. This pathogenetic y 
mechanism does not apparently character- a 
ize various rheumatoid, infectious, or nec- _ 
rotizing granulomatous processes. 

Reticulin fiber formation in normal and 
pathologic tissue including skin is com- — 
monly found in regions with an abundance _ 
of neutral mucopolysaccharide ground sub- 
stance. The tendency for considerable | 
reticulin formation to occur in granulomas _ 
of Boeck’s sarcoid thus correlates well with | os l 
the predominance of materials which take | 
stains for neutral mucopolysaccharides. A K 
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_ of tuberculosis of the skin will be necessary 
to discover whether an abundance of neu- 
tral mucopolysaccharides and a decrease of 
acid mucopolysaccharides are also present 
in skin tuberculosis. Such findings may be 
of value in the study of a possible rela- 
tionship between sarcoid and tuberculosis. 
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Summary 


Stains for mucopolysaccharides and re- 
ticulin have distinguished dermal Boeck’s 
-sarcoid from other cutaneous granulomas 
_ by the histochemical predominance of PAS- 
stained material in sarcoid lesions. Acid 
- mucopolysaccharides that stained with 
4 ‘Alcian blue were more abundant in the 
other granulomas studied. The abundant 
be reticulin proliferation in sarcoid is ascribed 
- to abundance of neutral mucopolysaccha- 
- rides, and the PAS-positive material found 
= is considered partly of lipoid nature. An 
= abnormal antibody synthetic process by 
_ mononuclear cells with evidence of increased 
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4 = Further comparative histochemical stud- intracellular lipoid-protein complexes may 
ies of Boeck’s sarcoid and various forms play a role in the pathogenesis of Boeck’s 


sarcoid. 


Dr. John P. Ayer furnished some of the tissue 
specimens used in this study. 


130 Maple St., Springfield (5) Mass. 
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Dermatitis with Capillary Fragility 


KEMBLE GREENWOOD, M.B. (Lond.), M.R.C.P. (Ed.), Victoria, B.C., Canada 


In this paper, an attempt is to be made 
to demonstrate a mechanism of production 
of progressive pigmentary purpuric dis- 
orders, or dermatitis associated with an 
increased capillary fragility. These “capil- 
laroses,’ as we shall see, are of mixed 
etiology, but it is hoped in this paper to 
shed some light in particular on the condi- 
tion originally described by Schamberg in 
1900, and to which his name is now at- 
tached. In Schamberg’s first case, the 
patches are described as sharply defined; of 
reddish-brown color; varying in size; while 
at the border are visible a number of small 
outlying macules of the same color and of 
the size of pinheads. The borders of other 
patches show pinhead to pinpoint puncta 
resembling grains of cayenne pepper. As 
lesions undergo involution, a slight diffuse 
yellow-brown staining is left. The disorder 
began over the shins, and spread over the 
ankles and feet. There were also lesions 
about the knees and on the flexor aspect of 
the wrists. The pigmentation has been dem- 
onstrated to be hemosiderin” 

Some controversy exists as to the rela- 
tionship of Schamberg’s disease with other 
progressive purpuric disorders such as that 
first described by Majocchi in 1896, and 
that described by Gougerot and Blum, under 
the name Pigmented Purpuric Lichenoid 
Dermatitis. Wise (1942)? considered Gou- 
gerot’s and Schamberg’s diseases to be 
entities, but histological differences were not 
convincing. In a further paper, Wise and 
Wolf (1935)4 distinguished Gougerot’s 
condition from Schamberg’s by the papule 
formation in the former. Again, histologi- 
cal differences were not marked. 

Submitted for publication Sept. 3, 1959. 


Read at the Canadian Dermatolégical Association 
Meeting at Halifax, N.S., Canada, in 1958. 


Further interest in these purpuric dis- 


orders were stimulated by the reports of © 


numerous cases of dermatitis with-increased 
capillary fragility which occurred during 
World War II in soldiers mainly, and the 
clinical features of these cases have been 
excellently described by Hellier and Hodg- 
son (1946), who also reviewed ideas on 
etiology. A previous article by Twiston- 
Davis and Neish Barker® describes such 


cases in a general review of textile derma- 


titis as seen at a military hospital. A case 


showing typical features of this condition — 


(often misnamed “khaki dermatitis”) was 


presented for discussion at a meeting at 


the Royal Society of Medicine by Barber 
and Everall in 1948.7 During the meeting, 





the marked similarity of the disorder to — 


Schamberg’s disease was noted, and the in- 


crease in capillary fragility was so marked — 


that purpuric spots could readily be pro- 
duced on the forearm by compressing the 
upper arm or by pinching the skin. This 
particular case was an Able Seaman. 
Hellier and Hodgson, in their description 
of the common wartime disorder, pointed 
out that there were four elements in the 
eruption: namely, the shiny papule; areas 
of erythroderma; purpura; and pityriasis- 
rosea-like plaques. Wool as a causative fac- 


tor was excluded by them from the fact that 


of 18 patients wearing one wool sock only 
for varying periods of from 6 to 20 days, 
only one complained of greater irritation, 
and in him there were no visible signs. I 
hope to show later that this particular test 
was not conclusive. 


They then showed that the wool-cotton 
khaki shirt was a potent factor in the pro- 
duction of the eruption, although it must be 
remembered that cases were seen among 


Navy and Air Force personnel, and among 
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4 civilians, who had never worn the shirt. A 
_ series of patch tests were done, and the 
A Fe enificant findings were that tests to the 
_ “shirt” alone were negative, while to “shirt 
= plus soap” there was a 22% positive and 
` a 20% doubtful result. Patch tests to shirt 
and soap and A.L? 63 powder (containing 
-~ DDT) produced a 36% positive and a 
- 21% doubtful result, while tests to vests 
E and blankets were to all intents negative. 
-~ Tn view of these results the “new” khaki 
is shirt (American pattern) was then exam- 
ined, and patch tests to this gave 36% 
3 positive and 15% doubtful results; to a 2% 
- soap solution, 33% positive and 11% doubt- 
4 ful. In conclusion, they observe that too 
= much reliance should not be placed on the 
tests. This was chiefly because the results 
were often not clear-cut. There might be 
- some increased erythema in the area tested, 
or some more petechiae, but seldom more 
than that. 
_ Having seen and examined EAN 
~ many such cases, my own feeling is that 
these results indicate direct irritation rather 
than sensitizations. Any irritant, such as a 


AS 











A would produce results, provided there was 
` the underlying increase in capillary fragility. 
This contention is supported by the fact 
that drugs which cause an increase in capil- 
lary fragility may as a consequence also 
produce a similar purpuric disorder, which 
can also resemble Schamberg’s disease. This 
is referred to by A. R. Birt® in his recent 
= excellent article on drug eruptions. He 
E points out that drugs containing a carbromal 
= component are especially liable to produce 
y such eruptions, and also suggests that one 
- might expect to see such reactions from 
_ Anatensin (mephesin and acetylcarbromal). 
= Tcan substantiate this by reporting the ob- 
servation of five cases seen personally in 
~ Victoria, who have developed progressive 
- purpuric and pigmentary disorders of the 
: Fis following Anatensin therapy for hyper- 
~~ tension. In all these cases, the pigmentation 
‘slowly resolved when the drug was discon- 
tinued. It has also been established that 
= chronic streptococcal septicemia, presuma- 
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bly by a similar toxic effect on E NET 


can also lead to progressive purpuric erup- 


tions of this type. 

This suggests that in these purpuric con- 
ditions there has to be a factor which first 
increases capillary fragility; and that fol- 
lowing this, the direct irritation of rough 


clothing, friction, and pressure, will lead to 


capillary bleeding and deposition of hemo- 
siderin. It is contended that this toxic fac- 
tor is sometimes derived from wool fabric 
itself, and the following cases support this 
thesis. Both were observed in Malaya, 
under tropical conditions. 

Case 1.—A purpuric rash started on both feet 
in June, 1948, while the patient, aged 21, was on 
active service in Malaya. Pigmentation developed 
and deepened but there were no subjective symp- 
toms. Later, an ulcer developed on the sole of the 
left foot following trauma and he was admitted to 
hospital in August. There was no previous history 
of significant illness. On examination, there was a 
patchy purpuric eruption over both feet. Areas most 
affected were over the medial malleoli, particularly 
the left. Here the pigmentation was deep. There 
were patches extending down to the toes with 
intervening areas of unpigmented skin in which 
there were scattered petechiae. The soles and lower 
parts of the legs were also involved. The eruption 
was confined to the sock area, and this had been 
the only area of the skin in contact with wool. 
He normally wore the Army pattern gray wool 
sock, under boots and gaiters. 

General investigations were not contributory. 
This was a healthy young man with normal arterial 
and venous tone. The complete blood picture and 
sedimentation rate were normal, and the Hess test 
for capillary fragility was negative on the arms. 
Areas subsided and involuted with rest, and he was 
discharged in September. On Oct. 11, he was re- 
admitted. There were numerous petechiae under the 
sock area, and considerable pigmentation. Some 
small traumatic abrasions were present on both 
ankles. These weree due to coral scratches while 
swimming. The appearance was that of Majocchi’s 
purpura annularis telangiectodes, As before, all 
investigations were negative, but on this occasion 
he was asked to wear an Army-issue wool long- 
sleeved sweater during the day. After eight days 
of this, petechiae became noticeable on the axillary 
folds. On Oct. 27 the Hess test produced 30 obvious 
petechiae in the one-centimeter-square area tested. 
On Oct. 28 application of the tourniquet for the 
Hess test produced a massive punctate purpuric 
eruption of the whole lower arm. At this stage, 
the patient left fhe country and was lost to further 
testing. 
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Case 2.—The patient, in the Royal Air Force, 
age 19, had no previous history, and general health 


was good. He had been in tropical service 12 
months. Over the three months prior to admission, 


_ he noticed a general skin irritation and eruption, 
which started on the feet and spread to the entire 


body. (Normal dress—khaki drill shirt and shorts; 
long thick khaki wool socks.) Examination revealed 
generalized erythema with scattered shiny papules. 
There were lines of petechiae at pressure points, 
i.e. over scapulae, axillary folds, and at the apex 
of the anal cleft. Ankles and elbow flexures were 
particularly affected. Hess test was strongly posi- 
tive; complete blood picture and platelet count 
normal. 

On July 18, 1949, patient spent two hours in a 
special chamber at wet-bulb temperature 83 F., 
dry-bulb 120 F., wearing wool long-sleeved sweater. 
On emerging, he complained of considerable irri- 
tation and there was a marked erythema above both 
ankles, around the waist, and on crescentic areas» 
below the nipples. 

July 20—Hess test was negative. He was given 
one and one-half hours’ heavy exercise in wool 
sweater at noon, in the tropical sunshine. 

July 21—Feet were much worse, and showed 
numerous petechiae. Hess test was strongly positive. 

July 27, 10:30 a.m.—Hess test, right arm resulted 
in 10 petechiae in area; 11:00 a.m. to 12 noon, 
patient took heavy exercise in wool sweater; 12:15 
p.m., Hess test, left arm, showed massive purpura, 
count impossible. 

July 28, 9:45 am.—Hess test was given to left 
arm and 15 petechiae counted; 10:00 to 11:00 a.m., 
patient exer ised in cotton shirt; 11:15 a.m., Hess 
test, right arm, 10 petechiae counted. 

July 29, morning—Patient exercised in white 
wool fine-quality sweater. No increase in capillary 
fragility was noted. That afternoon, he exercised 
in khaki wool sweater. There was marked increase 
in capillary fragility, as on previous occasion, 

These findings, namely the negative response to 
the white wool sweater and the strongly positive 
response to the khaki wool sweater, were repeated 
on August 2 and 3. 


These cases, and the introductory _ re- 
marks, suggest that wool is the predisposing 
factor in the production of some of these 
purpuric eruptions, and that only certain 
types of wool may be responsible. The fact 
that the purpuric dermatitis may present as 
a scarlatiniform erythroderma suggests the 


absorption of æ toxic factor producing an 


increase in capillary fragility. Sometimes, 
as in Case 1, the increased capillary fragil- 
ity may be local in the area” of contact. 
Ackroyd (1949)? has shown that in cases 


Greenwood s 


of. purpura due to the carbromal drugs, q ci 
patch test of the drug may produce petechiaiay 4 


hemorrhages in the area to which the prep- — 
aration was applied. Once generalized cap- 
illary fragility has developed, any local 
irritant, 


in the form of clothing, soap, 
scabicides, etc., will produce aggravation of | 
the condition, and in this respect wool cloth- — 
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ing is a good local irritant. The next step 


was obviously an attempt to idertify the- 
factor in wool which might be responsible. 


The analysis of the Army-issue wool — 


shirt showed it to be made of good quality — 


wool-cotton material, and to conform to the | 


standard recommendations. 


dyes. 


Contact was now made with the Wool 


Industries Research Association in Leeds, 
England, with regard to the oleines used for 
oiling wool material, and with “X” Com- 
pany, England, who are large manufactur- 
ers of oleines. 
investigation of methods by which wool 


materials are processed, and the known fact, 
confirmed by the Wool Industries Research - 
Association, that cases of dermatitis from 
contact with oleines, although uncommon, 


do occur. Lubricants are used in woolen 
carding and spinning to prevent damage to 


the fibers, and to allow an even thread to — 


be produced; these lubricants are of three 

main types: 
1. (a) Oleines which consist of refined oleic acid 
together with traces of other associated 


fatty acids. 


The “dye” as 
a factor was not pursued in the light of the | 
fact that cases were known to occur in 
individuals who had no contact with these — 


This was done after 


(b) Oleines which have been reduced in sapon- 


ifiable content by blending with selected 


mineral oils. 


(c) Oleines which have been recovered from 4 
wool scouring wastes, and subsequently — 


purified, which contain a certain amount 
of lanolin from the wool fat and fatty 
acid products from the soaps used. 

2. Blended fatty oils. These may contain ground- 
nut, neats-foot, palm kernel, tea seed, sperm, 
castor, and other similar oils, and they may 
also be blended with mineral oils. In many 


cases, these oils are prepared from the acid _ 


oils which are recovered from the refining 
of the original fatty oil, and contain quantities 
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of the crude fatty acids. In some cases, oleic 
acid may also be added to the blend. 

. Mineral-based oils. These are essentially re- 
fined mineral spindle oils, containing some 
added emulsifying agent of synthetic detergent 
to assist in the subsequent removal from the 
woolen fabric. 


The types of oil used for different classes 
of woolens overlap somewhat, but in general 
the following holds good: 


1. (a) “Used for high-grade woolens of all types. 
A (b) Used for woolens of cheaper types, in- 
cluding blankets and uniform cloth. 

(c) Used for low-grade woolens and shoddies, 
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a including uniform cloths and carpets. 

Gr 2. For general woolen processing, mainly of 

e higher grades, and for knitwear, and for all 

& worsted processing. 

4 3. Used mainly for low-grade woolens, shoddies, 
and carpets. 


ig The quantity of lubricant added in proc- 
ess varies from 3% to 20% on the wool, the 
BF larger quantities being used for low-grade 
= work. The lubricant must subsequently be 
removed from the finished goods by scour- 
ing, either with soda solution or with soap 
and soda, or with synthetic detergent such 
as Teepol. This normally leaves about 
0.5% of the lubricant in the wool, along 
with traces of soap or detergent, which have 
not been fully rinsed out. There is an 
exception to this in the case of certain 
coarse knitwear, such as is used in seamen’s 
socks or for military socks “where oil is left 
in.” The object here is to allow a certain 
waterproofing of the socks, and to lessen 
friction on the skin. 
Experience from “X”’s, Inc., over a hun- 
dred years in the manufacture of fatty 
acids, shows that, provided the skin is clean 
and healthy, no irritation is caused by con- 
tact with fatty acids. Their workers are’ in 
constant daily contact with fatty acids and 
experience no trouble. It is only where the 
skin is diseased or broken that trouble can 
ensue, when liquid fatty acids such as oleic 
acid can penetrate through the horny layer 
and cause irritation of the lower sensitive 
regions. Vegetable oils such as are used 
for textile lubricants are known to have no 
harmful or irritant effect on the skin. There 
is one possible exception, in that the low- 
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molecular-weight fatty acids of palm-kernel 
oil which are present as such in the acid 
oil, are known to penetrate the horny layers 
more easily, and therefore tend to cause 
irritation to sensitive skins. 

Study of cases of dermatitis which have 
been reported in the woolen trade shows 
that there are several predisposing factors : 

(a) Lack of personal cleanliness which impairs 
the normal healthy condition of the skin. 

(b) Excessive sweating, which reduces the re- 
sistance of the horny layer. 

(c) Abrasion of the skin by friction of harsh 
wool scales, or chapped surfaces. 

(d) Damage to the skin by traces of sulfuric 
acid left on the wool from carbonizing or 
dyeing, or by sulfurous acid from sulfur 
bleaching. 

. (e) Blockage of the pores by loose dyes or dirt 
from the wool.” l 

It may be seen that factors a, b, c, and 
possibly e are all of importance in the serv- 
ices, especially under war conditions, where 
wool clothing was often unchanged for days 
on end: also, under tropical conditions, 
where sweating was excessive, and thick, 
heavily-oiled wool socks were the rule. 


The next step in this investigation was 
the collection of cases of dermatitis with 
capillary fragility in which a wool sensitiv- 
ity factor might be operative. This was not 
easy, as the service cases became very much 
less common after the war, and others re- 
mained rarities. However, cases were col- 
lected personally and tested to the oils, and 
also I was fortunate to receive help from 
Dr. Peter Borrie of St. Bartholomew’s 
Hospital, London, and Dr. Brian Russell, 
then and since at St. Bartholomew’s Hos- 
pital and at the Prince of Wales General 
Hospital, London. These dermatologists 
were kind enough to refer cases diagnosed 
as of Schamberg type to me for testing. The 
following cases have been tested, and the 
results are shown. Four samples of various 
oil preparations were obtained for testing, 
and, these are numbered ,WO-1, WO-2, 
WO-3, and WO-4. Details of these oils are 
given later. 

Case 3.—The patient, a private, age 20, showed 


dermatitis of legs of Schamberg type. He was 
given a patçh test to oils, left in situ on wool 
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material. There was a positive result with erythema 
to WO-1 and WO-4, and petechiae visible clearly 
even after six days. Patch test was negative to 
oils on lint material. 

Case 4.—The patient, a captain, age 36, had 
dermatitis of legs of Schamberg type. Patch test 
was faintly positive to WO-4 only. 

Case 5.—The patient, a major, age 37, had 
dermatitis of legs, spreading to buttocks and thighs. 
Hess test was positive. Patch test was strongly 
positive to WO-4 on lint and WO-4 on wool; 
negative to WO-1, and WO-3; faintly positive to 
WO-2. 

Case 6.—The patient, a man aged 51 (courtesy 
of Dr. Brian Russell), presented dermatitis of legs 
of Schamberg type, following bishydroxycoumarin 
(Dicumarol) and heparin given for leg thrombosis. 
All patch tests were negative. 


Case 7.—( Courtesy of Dr. P, Borrie) This man 
had Schamberg’s disease, diagnosed 1950. Some 
improvement was noted after removal of a tooth 
root in March, 1951, and further improvement 
following scarlet fever in May and June, 1951. He 
was wearing all-wool one-piece underwear. This 
had been worn for three years. At time of exami- 
nation, fading hemosiderin pigmentation was visible 
only. The Hess test was negative. Patch tests were 
positive to WO-4 with erythema and petechiae, 
and negative to all other wool oils. 


Case 8.—The patient, a man aged 69 (courtesy 
of Dr. P. Borrie), had Schamberg’s disease, diag- 
nosed 1950. Some carious teeth were removed in 
the same year. Eruption spread from feet to legs 
and buttocks. At the time of examination, pig- 
mentation only was visible. The patient had worn 
long wool underwear, but these had been left off 
for some years. He had recently returned to them. 
Hess test was negative; patch test positive to 
WO-4 with erythema and some petechiae, There 
was faint erythema to WO-1; negative results to 
WO-2 and WO-3. 


Case 9.—This man, age 50, presented dermatitis 
with capillary fragility and pigmentation (Scham- 
berg type) confined to the sock area. Wool under- 
wear was not worn. There was some lichenification 
due to excoriation. Hess test Was negative. Patch 


_tests were positive to WO-4 with mild erythema 


and petechiae; tests negative to all other oils. 
These cases, although few in number, 
point to these wool oils being perhaps re- 
sponsible for some cases of dermatitis with 
capillary fragility, which may be diagnosed 
as Schamberg’s disease. Wool oil 4, to 
which six of seven of these cases showed 
a positive patch test, is a blend of vegetable 
oils and oleine. Wool oil 1, fo which two 
cases showed faint positive patch tests, is 
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95% oleine. Wool oil 2, to which one case 
showed a faint positive result, is a blend 
of processed sperm and castor oil. Wool 
oil 3, all cases negative, is a 70% oleine. 

Case 6, although similar to the others 
clinically, was presumably of different eti- 
ology, and his capillary fragility was 
probably related to previous anticoagulant 
therapy. 


Comment 


Unfortunately, cases of Schamberg’s type 
are rarities, and of those which are seen, 
many causes may be operative, some of 
which are outlined above. However, it is 
clear that acute, subacute, and chronic der- 
matoses, associated with increased capillary 
fragility, have occurred in relation to the 
wearing of wool clothing. This paper sug- 
gests that these mainly “service” cases, and 
some of the cases labeled Schamberg’s dis- 
ease, may be a result of sensitivity to wool 
oils used in the manufacture of the material. 
Once capillary fragility has been increased, 
petechiae will tend to occur at points of 
injury and pressure, and particularly on 
the legs, partly due to gravitational factors, 
and partly due to friction from the rough 
fiber of the wool sock and wool underwear. 
Many of these cases seem to occur in men 
of past middle life, and it is these who tend 
to wear the long wool underwear. The dep- 
osition of blood pigment in the skin causes 
skin irritation in some instances, but in 
others is symptomless. Some of the service 
cases became acutely erythematous and de- 
veloped a marked increase in capillary fra- 
gility. This must be a toxic phenomenon, 
and represents absorption of the toxic prod- 
uct, possibly as a result of sweating and 
prolonged contact, without opportunities for 
changing and bathing. 


Woolen garments which have been proc- 
essed will contain less than 0.5% of resid- 
ual oil as a general rule, except in the case 
of socks, such as service socks, as noted 
previously. Wool oil 4 was an oil the use 
of which was discontinued early in 1952, 
and which was used on high-grade woolen 
knitwear. One common factor between this 
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oil and oils used on uniform cloth and wor- 
_ steds during the war was crude groundnut 
oil. This is a point which should be ex- 

plored further, but as these cases are so 
ou common, it has not proved possible as yet 
to come to any conclusion as to the fraction 
of the wool oil which may be the final eti- 
-ological agent. 


w 
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TE s Summary 


Cases of dermatitis with capillary fra- 
‘ “gility of Schamberg’s type have been exam- 
ined with a view to their sensitivity to “oils” 
- used in wool processing. Six of seven cases 
showed definite positive results. The etiol- 
ogy of Schamberg’s disease, and its rela- 
tionship to wool contact, is discussed. 
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Leiomyosarcoma, Metastatic to Scalp from Primary in _ 


Retroperitoneal Area 
Report of a Case 


CAPT. WILLIAM A. AKERS, MC, and COL. GEORGE PRAZAK, MC, USA 


Leiomyosarcoma is a rare tumor of any 
body tissue. Series of cases of its pri- 
mary origin in the stomach, small 
intestine,1>18:2%21 rectum,®14 uterus,®526 
retroperitoneal area,” skin,!>?3 and lung 7° 
have been reported. Isolated cases of its 
origin in the esophagus,” appendix,’*® 
femoral vein? and trachea’ have been 
recorded. A fairly extensive review of the 
English-language literature failed to reveal 
any mention of the scalp being the site of 
metastatic lesions of a leiomyosarcoma ex- 
cept Gardiner’s case in which there were 
scalp nodules and multiple cutaneous metas- 
tases from a leiomyosarcoma of the uterus. 
The scalp nodules were not subjected to 
microscopic examination. No reference was 
made to any similar cases in the literature 
of other countries. 


Metastasis from leiomyosarcoma of the 
retroperitoneal area was not reported until 
195116 and they are reported only to the 
liver, peritoneum, and lungs. Thus our case 
is unique in being a retroperitoneal 
leiomyosarcoma which metastasized to the 
skin of the scalp. 


Report of Case 


The patient, a 79-year-old white woman, was 
referred to the Dermatology Clinic in November, 
1958, for removal of a “sebaceous cyst of the 
scalp.” The patient had noted a tumor of the oc- 
cipital area for six months. Examination revealed 
a 1.6 cm. rubbery, movable mass without a visible 
central punctum, and located in the occipital area 
of the scalp to the right of the midline. A similar 
0.4 cm. mass was present in the left postparietal 
area and an 0.8 cm. mass was in the left medio- 
parietal area of the scalp. The mfasses were pain- 
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ful and tender to pressure. The preoperative ~ 
diagnosis was epidermal cysts. The patient re- — 
quested that only one mass be removed. It readily A 
separated from the surrounding tissue and was — 
found to be a solid white tumor appearing to be — 
well encapsulated. The observation was made at 
operation that it resembled a metastatic lesion from _ 
a carcinoma of the prostate. oR 
Past History—The patient states she had an ~ 
operation for “female trouble” a few years prev- — 
iously. Her hospital records revealed that in 1955 
she noted an asymptomatic swelling of her lower My 
abdomen. In March, 1957, she was examined and — ; 
found to have a movable mass of the uterus with | 
several smaller masses present. The diagnosis was 
multiple fibroid tumors of the uterus. Because one 
her advanced age, operation was not advised. A — 
complete work-up, including barium enema, re- — a 
vealed only the uterine masses. On May 7, 1957, 
she developed lower abdominal tenderness and pain — 
which gradually increased in severity. She was then 
admitted to the hospital. Physical examination re- 
vealed a tender, firm, irregular, movable mass — 
thought to be the uterus extending 21 cm. above ~ 
the symphysis. The cervix was uninvolved. A — 
barium enema revealed only an upward displace- — 
ment of the transverse colon. An intravenous pyleo- — 
gram showed a nonfunctioning left kidney. A 
retrograde pyelogram revealed a nonfunctioning ` 
left kidney with an aberrant course of the ureter. 
Operation—On June 6, 1957, the patient was 
operated on through a left rectus incision. The peri- ~ 
toneal cavity contained about two liters of a straw- ” 
colored fluid. In the left retroperitoneal region 
was a large tumor mass measuring 25 cm. by 20 — 
cm. by 15 cm., weighing an estimated 2000 to 2500 
gm. The tumor mass was multilobulated, trans- a 
lucent, pink in color, with irregular yellow, firm- a 
appearing nodules beneath its surface. It had a 
broad attachment in the left retroperitoneal region — 
extending from below the pelvic rim to the level of — $ 
the left kidney, to the left colic gutter laterally, 7 
and onto the anterior surface of the aorta medially. 
The tumor had an extensive blood supply arisingy 
from both the mesenteric and retroperitoneal ves- 
sels. The left ureter was small and friable below < y 


the tumor. It could be traced to the base of the i 


e 
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Fig. 1—Exophytic metastatic lesion of scalp 
(copied from Kodachrome transparency). 





tumor mass where it lay on the medial surface. 
At the upper portion of the tumor, the ureter was 
obstructed and markedly dilated as was the renal 
pelvis. The ureter was ruptured and 300 cc. of a 
purulent material was expressed from the renal 
pelvis through the ureter. The uterus contained 
several myomata measuring up to 5 cm. in di- 
ameter but was otherwise normal. The ovaries 
were atrophic. The patient had a right hydrosal- 


pinx. There was no evidence of metastases from 


the tumor to the retroperitoneal nodes or the liver. 


_ The other organs and viscera appeared essentially 
= normal. The uterus, the left ovary, and the left 


kidney and ureter were removed. 

Pathology Report: Gross: The tumor measured 
18 cm. by 15 cm. by 15 cm. and appeared grossly 
encapsulated. It showed multiple superficial nod- 
ules projecting over its surface. Cut section re- 


vealed the tumor to be composed of swirls of 
fibrous connective tissue. Interspersed were areas 


of hemorrhage and some areas of gelatinous con- 
sistency. 


Histology.—The central portions of the tumor 
showed necrosis and irregular whorls of spindle 
cells around the periphery. These cells when 
seen in longitudinal section had blunted ends and 
when seen on cross section frequently showed 
perinuclear vacuolation typical of smooth-muscle 
cells. In the majority of the sections, these cells 
had slightly larger nuclei than normal and showed 
slight variation in size and shape. However, in a 
few areas there were cells with gigantic bizarre 
nuclei. Throughout the tumor, there was a defi- 
nite increase in mitotic activity with an average of 
two to three mitotic figures per high-power field. 
The diagnosis of leiomyosarcoma was made. 
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Fig. 2—Histological section of exophytic tumor 
of scalp suggesting a capsule. Zenker’s fluid. 
Hematoxylin and eosin; X 30. 


The kidney revealed an active pyelonephritis and 
a chronic hydronephrosis, The ascitic fluid re- 
vealed no evidence of tumor cells. 

The origin of the leiomyosarcoma could not be 
determined by reexamination of the gross speci- 
men. Inspection of the uterus, left ureter, kidney, 
and the broad and round ligaments of the uterus 
failed to reveal any primary source. 


The patient was next seen in February, 1959. 
The remaining two tumors of the scalp had in- 
creased in size and had become more painful and 
tender to pressure. The tumor of the left poste- 
rior parietal area was then exophytic, projecting 
0.7 cm. above the niveau of the skin. This was 
excised in toto and was found to be cone-shaped, 
extending 0.9 cm. into the scalp. The tumor of 
the vertex was well-circumscribed and was 
“shelled out.” A complete examination of the 
patient including roentgenograms failed to reveal 
any metastases to the bones, lungs, or abdomen. 
There was no evidence of local recurrence in the 
retroperitoneal area.. 


Histology of Scalp Tumors.—The scalp tumors 
were quite cellular, were filled with solid inter- 
lacing bands of narrow dimensions and irregular 
course, and were composed of smooth-muscle cells. 
The tumor masses were sharply outlined from the 
surrounding tissue, suggesting a capsule. The cells 
had elongated nuclei with blunt ends and a vesi- 
cular chromatin pattern. They varied slightly in 
size. Some of the nuclei were greatly enlarged. 
The cytoplasm was eosinophilic and the cellular 
membrane was poorly visualized. Myofibrils were 
prominent. Mitotic figures were present on the 
average of one to three per high-power field. The 
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Fig. 3.—Histological section of same tumor re- 
vealing tumor’s cellularity, whorling and inter- 
lacing of the smooth-muscle cells. X 105. 


Comment 


smooth-muscle nature of the tumor was sup- 
ported by the Masson trichrome staining tech- 
nique. 

It is often difficult to differentiate a benign 
from a malignant smooth-muscle tumor. A 
primary leiomyosarcoma is generally larger 
than a leiomyoma. In the skin those over 
2.5 cm. in diameter are usually. malignant, 
and those over 7.5 cm. in the retroperitoneal 
area usually prove malignant. All authors 
note this relationship of size to malignancy. 
Leiomyosarcomas clinically tend to infiltrate 
and recur after excision. Leiomyomas are 
always well circumscribed and often are 
encapsulated. Pain and tenderness is a 
feature of larger leiomyomas but is seldom 
seen in leiomyosarcomas of the skin. Our 
patient is an exception as pain and tender- 
ness were the reasons she sought medical 
attention for her scalp tumors. 
= Microscopic Pathology.—Stout’s criteria 78 
are given for the microscopic features of 
leiomyosarcoma. These can be demonstrated 
on hematoxylin-and-eosin-stained sections, 
although special stains may be employed. 
The choice of fixative solutions will de- 
termine how well they may be seen. Gen- 
erally, Bouin’s or Zenkers fluid gives 
better preparations than formalin. 

In leiomyosarcoma, the bundles of 
elongated, ribbon-like cells tend to interlace. 
The nuclei are elongated and blunt-ended as 
in leiomyomas. The nuclei, tend to be 
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Fig. 4—Higher magnification revealing elon- J 
gated, blunt-end nuclei of varying size, bizarre 
nuclei, myofibrils, and mitotic figures. X 475. 2 


of nuclei between the rows. This is seen 
also in some leiomyomas, and is sometimes 
confused with schwannian cells. Intracyto- | 
plasmic longitudinal myofibrils are generally 


tion in Bouin’s or Zenker’s fluid. A tendency E 
to palisade formation usually occurs. Bizarre 
cells with one or more nuclei may be ob- ~ 
served. Occasionally giant cells with a 
single nucleus are found. | 


The number of mitoses observed is an E 
important aid in determining the malignant 


there is an average of one or more mitoses 
per five high-power fields, the tumor will i 
almost invariably prove malignant. If there | 
is One or more mitoses present per high- 
power field, the tumor is malignant. 

Reticulin stains show the reticulin fibers 
generally parallel the long axes of the cells 
as they do in normal smooth-muscle prepa- 
rations. 


itn 
The malignancy of a tumor is revealed by ; 





its clinical course and not by microscopic 
findings. Stout and other authors point out 
that apparently well-differentiated leiomy- | 
omas may prove malignant. 4 

Metastases—That metastatic tumors of a 
the scalp are rare is noted by several A 
authors.*:11:1%:24 Willis 27 points out that it- 
is remarkable how often the skin escapes in : 
many cases of generalized dissemination of ~ 
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j fra malignancy; but, on the other hand, it may 
~ be the only organ exhibiting metastases. 
S; Be oner and Kierland!ë emphasize 
- that metastases may be limited to the scalp. 
a They note there is no characteristic picture 
` with most of the metastatic tumors being 
= nodular, circumscribed, discrete, round or 
© oval, 
Others 1927 have noted the confusion of 
sebaceous cysts of the scalp with metastases 
clinically. 
_ Leiomyosarcoma of the retroperitoneal 
_ area will extend locally and metastasize to 
| the regional lymph nodes, peritoneum, liver, 
` and spleen. Hemic embolic metastases are 
R, responsible for those located in distant 
= sites.?7 Statistically, metastases from leio- 
_myosarcomas of the retroperitoneal area 
4 _ occur more frequently than those from a 
| primary site in the gastrointestinal tract.1® 
_ The number of mitoses per high-power field 
a on microscopic examination of the tumor 
A seems to be the single best feature for pre- 
_ dicting metastatic spread. 
1 Treatment—Every author agrees the 
` treatment of leiomyosarcoma is surgical ex- 
io cision. Local recurrence occurs because the 
infiltrative feature of this tumor is not ap- 
E ciated at surgery, since it often seems 
well circumscribed. Roentgen therapy is 
4 ~ employed only for palliation and no cures 
= have been reported when this was the sole 
"means of therapy. 
3 Prognosis.—Most authors concerned with 
_ this problem point out the lack of proper 
ae orp reporting of cases of leiomyosar- 
coma of any body tissue. In general, the 
$ probability of survival of the patient from 
5 to 20 years is favorable. Several recom- 
j mend, if possible, the removal of any 
- metastases present at operation. Local re- 
= currences should be reoperated if feasible, 
aise years may be added to the patient’s 
yi _ life. Most leiomyosarcomas metastasize late 
` and usually to the local area. An anaplastic 
tumor may prove fatal in a few months, 
whereas a patient with a more differentiated 
8 -tumor may survive effects of local recur- 
- rences for years. Gates‘ points out that 
skin metastases of malignant disease is of 
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limited value in prognosis, since it does not 
necessarily indicate the rate of growth of 
the primary tumor. Stout?? states that 
leiomyosarcoma of the retroperitoneal area 
is invariably fatal with extension to the 
neighboring organs and a high rate of 
metastases to the liver, lung, and perito- 
neum. 


Summary 


An unusual case of multiple metastatic 
leiomyosarcomas to the scalp with the pri- 
mary tumor being in the retroperitoneal 
area is presented. Verified scalp metastases 
from a leiomyosarcoma have never been 
reported, likewise skin metastases from a 
retroperitoneal leiomyosarcoma have not 
been reported. On microscopic examina- 
tion anaplastic features are to be found, 
with the number of mitoses per high-power 
field the most reliable criteria for malig- 
nancy and propensity to metastasizing. The 
microscopic features are best seen after 
fixation in Zenker’s or Bouin’s fluid. The 
prognosis for survival of a leiomyosarcoma 
is generally good as local recurrences and 
metastases may be removed and years added 
to the patient’s expectancy. The treatment 
is adequate excision since leiomyosarcomas 
tend to infiltrate no matter how circum- 
scribed they may appear. 


Brooke Army Hospital, Fort Sam Houston, 


Texas, 
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Long-Term Oleandomycin Therapy for Acne 


CONRAD STRITZLER, M.D., and LAWRENCE FRANK, M.D., Brooklyn 


For the past two years we have been 
treating a group of 200 patients with severe 
acne with triacetyloleandomycin. Most of 
these have now been observed for a period 
of six months or more. We have made an 
attempt to answer the following questions : 


1. Are we sure the results are due to the anti- 
biotic rather than adjuvant topical measures, or 
the natural remissions of the disease? 

2. Are we encouraging the emergence of resist- 
ant organisms, especially staphylococci? 

3. Are there other possible sequelae to such long- 
term therapy with a broad-spectrum antibiotic? 


4. How will long-term oleandomycin therapy for 
acne influence the response to the same antibiotic 
when used later in the management of systemic 
infection or furunculosis? Will it influence the 
incidence of these conditions in the treated pa- 
tients ? 


We will try to answer these questions. 


Plan of Study 


The first 200 patients with severe acne, 
seen in a very large city hospital clinic,* a 
large voluntary hospital clinic, and in 
private practice, were chosen for study. All 
had previously been on such topical meas- 


“ures as actinotherapy, sulfur and resorcin 


lotions, and medicated detergent cleansers 
for six months or longer, with little signif- 
icant improvement. 

They continued the topical therapy of 
their choice. In addition, they were given 
triacetyloleandomycin, 250 mg., three times 


daily for three days, then once daily. Once 


Submitted for publication Sept. 8, 1959. 

The triacetyloleandomycin used in this study 
was supplied through the cooperation of Dr. Iez- 
zoni, of Chas. Pfizer & Co., Inc., Brooklyn. 

From the Division of Dermatology and Syphilol- 
ogy, Department of Medicine, College of Medicine 
at New York City, State University of New York, 
Brooklyn. 

* Kings County Hospital Center, Brooklyn. 

+ Jamaica Hospital, Jamaica, N.Y. 
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improvement occurred and had been main- 
tained for two successive months, the dose 
was reduced to 250 mg. every other day. 
After six months, antibiotic therapy was 
discontinued, but resumed if there was a 
flare. 


During this period a close track was kept 
of all illnesses in the group, such as respira- 
tory infections, sore throat, gastrointestinal 
infections, acute otitis media, and furuncu- 
losis, and triacetyloleandomycin was given 
in full doses, i.e., 250 mg., q.i.d., when indi- 
cated. One hundred patients who had not 
previously received antibiotic therapy were 
used as a control for the relative incidence 
and response to oleandomycin therapy of 
these conditions. 


Results 


Thirty-three patients, twenty-nine men 
and four women, failed to remain under 
treatment for six months or longer. One 
hundred and one of the total were women, 
ninety-nine men. These figures reflect the 
equal incidence of severe acne in the sexes, 
since it is agreed that severe acne is equally 
distributed in both sexes. A total of 167 
patients, 98 women and 67 men, continued 
treatment for six months to two years. 
Ages ranged from 14 to 25 years. 


Patients were-evaluated monthly, simply 
as improved or unimproved, on the basis of 
monthly colored photographs. Improvement 
had to be unequivocal; if there was any 
doubt the patient was considered unim- 
proved, One hundred forty-seven of the one 
hundred sixty-seven treated for six months 
or more (88%), showed definite improve- 
ment in two to three weeks. There was no- 
significant difference in the response of the 
sexes. Of thé 20 patients who failed to re- 
spond, 11 had a significant component of 
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rosacea in their acne; 12 were women, 8 
men. , 

Of the women, 64% (62 of 97) had a. 
definite premenstrual flare. While 87% of 
the women showed unequivocal objective 
improvement, the improvement was not as 
great in the premenstrual period, as com- 
pared with the intermenstrual and post- 
menstrual period. It has been stated that 
these premenstrual flares can be controlled 
by the use of chlorothiazide.* We have tried 
this in many of our patients, but while there 
- was some diminution of the flare, the inci- 
dence of side-effects, especially extreme 
weakness, was so high that the drug was 
discontinued. 

At intervals of one or two months, the 
antibiotic was discontinued for a week. 
Whenever a flare occurred, medication was 
resumed, improvement again occurring with- 
in three or four days after resumption of 
therapy. This sequence of events recurred 
with such regularity, there simply was no 
room for doubt that the antibiotic was 
responsible for the result. At the same time, 
over a two-year period, not a single patient 
was seen who did not respond as well after 
a period of months to a year or longer, as 
he did at the onset of treatment. This sug- 
gests (1) that there was no tendency for 
the organisms to develop resistance to the 
antibiotic, or (2) that the effect was not 
dependent on the antibacterial activity of 
the antibiotic, so that the resistance of the 
organism did not influence the clinical re- 
sponse. We believe there is some evidence 
in favor of the latter assumption, although 
this problem is by no means settled.*4 

None of the patients were able to dis- 
continue the antibiotic before six full 
months of treatment. Thirty-two per cent 
(54 of 167 patients) were able to discon- 
tinue therapy following seven months to two 
years of treatment, without significant re- 
lapse after three to six months. Thus 68% 
required maintenance therapy to maintain 
their improvement after seven or more 
months of treatment. 
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TABLE 1.—Sequelae in 200 Acne Patients Following a 
: Therapy with Triacetyloleandomycin for h> 
6-24 Months 


No. No. Discontinued 
Diarrhea 6 6 
Frequent stools 11 2 
Flatulence and indigestion 21 1 
Anogenital pruritus 3 3 
Stomatitis 1 1 
Generalized pruritus 1 1 
Total 43 14 
Sequelae 


Sequelae severe enough to require inter- 
ruption of treatment occurred in 7% (14. 
of 200 patients). Some sequelae occurred — 
in a total of 17% (34 patients), but in most — 
of these the symptoms were minor and were _ 
either tolerated or disappeared as treatment — 
continued (Table 1). 

Some patients had more than one symp- ~ 
tom, so that the total adds up to more than — 
the 34 who had complaints. . 


The Problem of Resistant Organisms 


We have been unable. to follow up and 
elaborate on our previous work on the inci- 
dence of emergence of resistant organisms _ 
in antibiotic therapy for acne.t During the — 


TABLE 2.—Incidence and Response to Triacetylo- 
leandomycin of Infections in 200 Patients on 
Long-Term Antibiotic Therapy for Acne 








Complications and 

No. Comment 

Upper respiratory in- 41 (20.5%) 
fections, including a- 


No complications 


cute bronchitis & sore 
throat 
Acute otitis media 2 (1%) Responded promptly 
to triacetyloleando- © 
mycin 
Gastrointestinal infec- 3 (1.5%) Cleared quickly. None 
tions of these were of sta- 
phylococcic orgin. 
Furunculosis 2 (1%) Responded promptly 
to triacetyloleando- 
mycin 
Pneumonia 1 (0.5 %) Responded promptly. 
Unable to obtain in- 
formation regarding 
type or causative or- 
ganisms. 
49 (24%) 
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125/959 
=æ 





pa 
Dri 


rr 


4 








EART TERE 


PERE 





| Eroun. 


‘Upper respiratory infec- 21% 





study period of more than two years, how- 
ever, a determined effort was made to keep 
close track of all illness in these 200 patients, 


$ and Table 2 shows the incidence of various 
infections and their response to triacetylo- 
- leandomycin. 


A total of 24% of the 200 patients under 


treatment developed various infections dur- 
= ing the period of observation, and all those 


in whont oleandomycin was indicated re- 
sponded promptly. Of 100 patients with 
psoriasis, atopic dermatitis, seborrheic der- 
matitis, lichen planus, and various other 


_ dermatoses not requiring antibiotic therapy, 
a total of 31% had various infections, chief- 
ly upper respiratory infections, during a 


period of one year. The difference is not 


significant, and does not indicate that the 
- long-term use of this antibiotic prevents or 
__ in any way influences the incidence of upper 
I respiratory infections or other infections. 


There was an incidence of 6% furunculosis 


y Vin the controls, compared to the 1% in the 
3 4 antibiotic-treated patients, 
=- icance of this is debatable, since many of 
the patients with atopic dermatitis were on 
Ee steroid therapy. Table 3 indicates the num- 


but the signif- 


r of infections encountered in the control 


From the clinical point of view, therefore, 


= weare unable to say that any of the patients 
on long-term antibiotic therapy developed 


TABLE 3.—Incidence of Various Infections in 


Control Group of 100 Patients with Skin 
Diseases Not Requiring Antibiotic 
Therapy. Observation Period 

One Year 


Response to 


Diagnosis Incidence Triacetyloleandomycin 


Triacetyloleandomycin 
tions (including acute used in 7 patients with 
bronchitis and sore acute sore throat, with 

_ = throat) prompt recovery. 
-Acute otitis media 0 
_ Acute gastrointestinal in- 4% Cause unknown. All 


fections cleared within 2 weeks. 
 Furunculosis 6% All responded well to 
Ti oleandomycin therapy. 
_ Pneumonia 0 
31 % total 
-126/960 
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oleandomycin-resistant organisms. This is 
unlikely, however, and good bacteriological 
studies of this problem are essential. 

We believe we have now answered the 
four questions posed at the beginning of 
this paper. 


Possible Role of Nasal Staphylococci 
in Acne 


We have been deeply interested in the 
relation of the staphylococci in the nasal 
vestibule to those found in acne lesions.” 
There is evidence that these are identical 
in a significant number of patients.” Accord- 
ingly, we have placed all patients in whom 
systemic therapy was discontinued on nasal 
therapy with oxytetracycline (Terramycin) 
ointment, bacitracin ointment, neomycin 
cream or chloramphenicol (Chloromycetin) 
cream. We have been following about 10 
patients in each group now for one to three 
months, and while it is far too soon to reach 
any conclusions, preliminary results appear 
favorable. Patients generally prefer the 
creams to the ointments for application to 
the nasal vestibule, since the cream mixes. 
more readily with the nasal secretions. The 
increasing incidence of contact dermatitis 
from neomycin ® has caused us to discon- 
tinue its use. 

It is interesting to speculate on the pos- 
sible use of an antibiotic ointment or cream 
in the nasal vestibule as an approach to 
preventing acne in adolescents, or diminish- 
ing its severity. The possible effect of such 
therapy on the physiologic integrity and 
ecology of the nasal mucous membrane must 
be considered. We believe the method is 
worth consideration, and trust it will be 
subjected to widespread trial and study. 


Summary and Conclusions 


A total of 200 patients with severe acne 
were begun on long-term therapy with tri- 
acetyloleandomycin; 167 of these completed 
treatment for periods of six months to two- 
years. 

Of these 88% showed definite improve- 
ment. Only 7% discontinued treatment be- 
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cause of various sequelae. Most of these 
were improving at the time treatment was 
discontinued. 

Clinical evidence is presented that there 
is little tendency for the emergence of 
oleandomycin-resistant organisms in these 
patients. 


We were unable to find any evidence that 
the prolonged use of triacetyloleandomycin 
has any influence on the incidence of upper 
respiratory infections, including acute tonsil- 
litis, acute otitis media in adults, acute 
gastrointestinal infections, or furunculosis. 


The possible role of nasal staphylococci 
in the maintenance of acne, and the possible 
usefulness of application of antibiotic oint- 
ments or creams to the nasal vestibule as a 
treatment adjuvant, as a possible means of 
diminishing flares and recurrence, and even 
as a possible means of preventing severe 
acne in adolescents, are considered. 


90-26 148th St., Jamaica (35) N.Y. 


Stritzler—Frank l y 
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Sabouraud 


y Before departing for Paris in 1920, I 
= secured letters of introduction to the then 
living and celebrated dermatologists of 
France from the then living and celebrated 
dermatologists of the United States. Upon 
arrival I enclosed the letters of introduction 
to the various men, together with a note that 
I wished to pay my respects at their con- 
/ venience. Promptly, and without exception, 
= I received invitations to call upon them, 
-~ each setting a definite time. 

As an undergraduate at the University 
= of Chicago, I lived in the household of a 
-. member of the Romance Department. This 
faculty member married a French woman 
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country, and only French was spoken in 
the household. Before sailing in 1920, some 
12 years having passed since I had lived in 
the household and some 8 years having 
= passed since my first visit to Paris, I 
-~ brushed up my French to the best of my 
~- ability, sailed on a French steamship, read 
nothing but French, and avoided, as far as 
_ possible, English-speaking persons. 

S = Promptly at the hour set by Sabouraud I 
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card in hand. He was seated on a labora- 
= tory stool in his white coat and his famous 
= black skull cap. I clicked my heels and 
bowed from the waist. He was so obviously 
bored and irritated that I was tempted to 
~ bow out as gracefully as I could under the 
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_ circumstances. He attempted some words 
p Submitted for publication Nov. 9, 1959. 
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who knew no English upon arrival in this 


in English, with little success, but his facial 
expression was far more expressive than 
words could have been—“Here is another 
American. What a nuisance.” 


Sensing his embarrassment, and having 
given him the opportunity to converse with 
me in English, if he chose to do so, I 
addressed him in my very best brushed-up 
French. Whereupon he jumped up from 
his stool, put his hands on my shoulder, 
and exclaimed “Dieu merci, vous parlez 
français très bien.” His whole manner 
changed instantly. He became voluble and 
enthusiastic and called to Paul, who was his 
devoted diener for 35 years, to show me 
everything. 

Rather than to continue with anecdotes, I 
wish to take this opportunity to pay tribute 


Fig. 1.—Sabouraud. 
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to Sabouraud, and I quote the words of 
Pautrier “Ainsi, comme j’ai déjà eu locca- 
sion de l’écrire, savant, artiste, homme com- 
plet, ésprit encyclopédique, il s’apparentat 
à ces grands praticiens de la Renaissance 
dont la somme de connaissances et dont les 
oeuvres en des domaines si variés nous 
deconcertent.” Freely translated, Pautrier 
says, “Thus, as I already have had occasion 
to write, savant, artist, complete man, and 
encyclopedic mind, he belonged to the grand 
practitioners of the Renaissance of which 
the sum of their knowledge and of which 
their works in so many varied domains are 
disconcerting to us.” 

When I was invited by Dr. Oliver S. 
Ormsby to become associated with him in 
private and clinic practice in January, 1914, 
for the express purpose of assisting him in 
the preparation of the first edition of his 
now deservedly, widely acclaimed “Dis- 
eases of the Skin,” I found in his office 
what was then probably the most nearly 
complete library on diseases of the skin 
extant. The files of all of the German and 
French periodicals were intact, together 
with all of the works of Hebra, Unna, and 
others down through the years. 

The volume which attracted my attention, 
however, was “Les Teinges,” by Sabouraud. 
This at once aroused my interest in fungi, 
an interest which has persisted to date. 

In 1903 Freund and Schiff were the first 
to observe epilation resulting from x-ray. 
Sabouraud, with the assistance of Noiré, 
instituted methodical epilation by x-ray and 
was able, thereby, to reduce from two years 
institutionalization in I’Ecole Lailler to three 
months. : 

Sabouraud’s contributioris to cutaneous 
mycology are unequalled. He clarified the 
findings of Gruby who had discovered and 
described in 1842 the three types of para- 
sites, namely. the small-spored Microsporum 
audouini, Trichophyton endothrix of the 
bearded region? and Trichophyton endothrix 
of the scalp. He gave us also a precise study 
of the clinical and microscopical findings of 
infections of Microsporum audouini, and he 
was the first to identify Microsporum 


Mitchell 


lanosum observed on the horse, dog, and 
man. : 


Sabouraud’s descriptions of his technique 
for cultivation of fungi were so specific and 
fundamental that, although minor modifica- 
tions have been made, no one has been able 
to improve on his “proof medium” and his 
“conservation medium.” The variations in 
the composition of crude glucose in differ- 
ent parts of the world led him to- propose 
the use of honey because of the uniformity 
of sugar content throughout the globe. 


Sabouraud’s volumes on the pyodermas, 
eczemas, and pelades, are classics. His dif- 
ferentiation of the manifestation of staphylo- 
coccic and streptococcic infections of the 
skin remains unchallenged. 


As a lecturer, Sabouraud was without 
equal in my experience. Having attended 
many performances of the Comédie Fran- 
caise, the Odéon, and many other theaters, 
I found no one on the ‘stage, nor in the 
French Senate, who equalled his delivery as 
regards diction, enunciation, and quality of 
voice. He spoke, seemingly, without notes, 
although he may have cleverly concealed 
them. He was a recognized sculptor in his 
own right; he was, in fact, a most gifted 
man, and I consider myself very fortunate 
in having had the opportunity of figuratively 
and actually sitting at his feet. 


Darier 


My contact with Darier was slight. He 
was coldly polite and aloof. I attended his 
clinics and lectures with much interest and 
profit. Having been born in Budapest in 
1856, and having attended college in Geneva, 
Darier did not arrive in Paris until he was 
22 years of age. For this, or whatever rea- 
son, Darier lacked the magnificent eloquence 
of Sabouraud. His speech was somewhat 
halting, and the words seemed to come with 
difficulty. But then no one could have 
matched, or will ever match, Sabouraud as 
a lecturer. 


Having pored over the first edition of 
Darier’s “Précis de Dermatolgie,” which 
appeared in 1909, arid having reviewed the 
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Fig. 2—Darier. 


1918 edition for publication, I was interested 
in meeting the man and attending his “‘dis- 
cours.” I listened with rapt attention to all 
he had to say, and I was tremendously im- 
pressed by his profound knowledge of the 
fundamental sciences as applied to derma- 
tology. It has been my privilege and pleasure 
to review for publication the third edition 
of the “Précis” which appeared in 1923, 
the fourth edition which appeared in 1928, 
and the German translation of the fifth edi- 
tion, edited by Civatte and translated by Eva 
Schwarz, which appeared in 1947. 

Also, I have had the opportunity of re- 
viewing for publication the monumental 
“Nouvelle Pratique Dermatologique” in 
eight volumes, of which Darier was the 
editor in chief, and to which he made many 
valuable contributions. 

Darier’s earliest contribution to dermatol- 
ogy was in collaboration with Hallopeau 
in 1887 on “Lichen plan atrophique où 
scléreux.” Darier was of the opinion that 
this was a form of lichen planus. Much 
discussion has occurred since then about the 
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identity of lichen planus atrophicus, white 
spot disease, and scleroderma circum- 
scriptum. 


Darier’s next important contribution was 
on the subject of Pseudoxanthome élastique 
in 1896 with a subtitle of Elastorrhexis. In 
the same year he brought forth probably 
the greatest contribution of his career by 
introducing the tuberculid to the derma- 
tological world. Darier continued his studies 
by way of clarification of the subject, and 
in 1906 in collaboration with Roussy he 
gave us the hypodermic sarcoid of Darier- 
Roussy. 

In 1916 Darier made another, if minor, 
contribution, namely, erythema annulare cen- 
trifuge. Sutton and Jillson have recently 
expressed their belief that this is an id re- 
sulting from fungous infection of the feet. 
The extreme rarity of the former, as com- 
pared with widespread fungous infection of 
the feet, would seem to argue against the 
validity of this contention. l 


In 1922, in collaboration with Ferrand, 
Darier described diverse forms of “Epi- 
théliome mixtes et intermédiaries” which are 
neither typical spinous-cell nor typical basal- 
cell epitheliomas, but mixed epitheliomas. 
Their findings have been confirmed by 
Jadassohn, Bloch, Korbl, and Montgomery. 


At the Ninth International Congress of 
Dermatology, in Budapest, Darier was 
named Doctor honoris causa of the Uni- 
versity of Hungary. 


Milian 

When I arrived in Paris, Milian was on 
his vacation, but*I attended the ward-walks 
during his absence. It so happened that I 
was present on the day of his return. Milian 
was a highly nervous and impatient person. 
There were about 15 persons following him 
on this occasion. The first assistant had the 
longest and most magnificent jet-black, wavy 
beard I have ever seen. Finally, after seeing 
the run-of-the-mill bed cases, we came to 
one with lesions on his legs. Milian at once 
became greatly excited, “Qu’est-ce que c’est 
que ca?” demanded Milian of the black 
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Fig. 3—Milian. 


beard. Apparently the black beard filtered 
out anything that made sense, because 
Milian was disgusted. Individually, he de- 
manded a diagnosis, with no satisfactory 
result. Being on the outskirts of the group, 
I was the last to be asked for an opinion. 
In French I told him that I had not had the 
opportunity to examine the lesions, but from 
a distance they appeared to me to be poro- 
keratosis of Mibelli. Milian, thereupon, 
jumped from his stool beside the bed, pushed 
everyone aside, took me by the arm and 
demanded to know my name. I gave him my 
card and from then on I was in the charmed 
circle. The amusing part of this episode 
is that Milian’s case of porokeratosis of 
Mibelli is the only truly typical case I have 
ever seen. . 


In Volume IV of “Nouvelles Pratique 
‘Dermatologique” Milian makes lengthy and 
very valuable contributions on’ the subjects 
of *drug eruptions and dermatitis due to 
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chemical and mechanical agents. His obser- 
yation on the post-arsenical eruptions of the 
ninth day were original with Milian and 
attracted much attention. 

In Volume VII there appears a chapter, 
consisting of 50 pages on diseases of the 
nails, which is authoritative and compre- 
hensive, and which in my opinion has not 
attracted the attention it deserves as a refer- 
ence work. : 


Gougerot 


Gougerot was unique in his appearance 
and dress. He was very thin, had a long 
black beard, a long neck, wore a Prince 
Albert coat, a starched white-bosomed shirt, 
and a black string bow tie. He was excitable 
and voluble, with the result that his long 
black beard was constantly waving up and 
down. His words seemed to come too fast 
for utterances and the beard seemed fur- 
ther to impede their egress. I can still see 
him, dashing up and down the corridors, 
taking the turns like an automobile on two 
wheels. 


Gougerot made many valuable contribu- 
tions to dermatology. In 1917 he published 
a volume in the series of “Comment Guérir” 
entitled “La Dermatologie en Clientele,” 
consisting of 765 pages. This volume in its 


Fig. 4.—Gougerot. 
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day was a worthwhile guide to dermato- 
logical therapy.. 

In the “Nouvelles Pratique Dermatologi- 
que” he contributed valuable chapters on 
erythrasma, pityriasis versicolor, sporotri- 
chosis, blastomycosis, chromoblastomycosis, 
mycoderma, actinomycosis, and, with Ca- 
raven, hemisporosis, which was an original 
contribution by them in 1908. 


Alone; and with de Beurmann, Gougerot 
made many observations on 
sporotrichosis. He was the first to suggest 
that the pus from a case of sporotrichosis 
be placed on the wall of the test tube, where 
it will continue to grow and where it can 
be studied by means of the low-power and 


the high-power lenses. 


interesting 


Gougerot also is an authority on Lepra, 
and he contributes a chapter consisting of 
79 pages with many excellent photographs 
on this disorder in Volume III of “Nouvelles 
Pratique Dermatologique.”’ 

In Volume VI, a chapter on acanthosis 
nigricans leaves nothing to be desired. 


Fig. 5.—Thibierge. 
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Fig. 6—Balzer. 


Thibierge 


Thibierge was present at the meetings of 
the Société de Dermatologie and entered 
into the discussions. He presented a most 
distinguished appearance, and if I may be 
permitted to say so, the sketch I made of 
him at that time is a good likeness. His 
bangs were worthy of i ae with those 
of Mamie. 


Balzer 


Balzer gave some interesting lectures on 
a variety of subjects. In the original “ Prati- 
que Dermatologique” he contributed articles 
on milium, pseudomilium colloide, adenoma 
sebaceum, and the role of streptococcus in 
impetigo and ecthyma. 


Hudélo 


Hudeélo had beetling brows, not, however, 
to be compared with those of our own in- 
comparable John L. Lewis, deep-set eyes, 
and a pince-nez which vibrated dizzily as he 
spoke and which seeingly was constantly on 
the point of falling off his nose, but to my 
great disappointment never did. 


Jeanselme 


Jeanselme emade his first contribution to 
dermatology in a valuable study of varicose 
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Fig. 7—Hudélo. 


dermatitis and ulceration in 1888. He fol- 
lowed this with studies on cutaneous tu- 
berculosis, vaccina, herpes zoster, erytheme 
annulaire centrifuge, erythrokeratodermie, 
pityriasis rubra pilaire, and urticaria pig- 
mentosa, in which he was the first to report 
the blood findings. He became interested in 
mycosis fungoides, congenital alopecias, mo- 
nilethrix, and treatment by ionization of 
potassium iodide. Many contributions to the 
study of the deep mycoses were made and 
there remains a sporotrichum bearing his 
name. 

He became intensely interested in leprosy 
and travelled widely in Indo-China, Yun- 
naan Province, Burma, and Java. He stud- 
ied variola, leishmaniasis, button d’Orient, 
beri-beri, pian, and was the first to describe 
juxta-articular nodes. 

In 1934 he published his “Traité de la 
Lépre” which was his crowning life-work. 

Next to leprosy he was interested in 
syphilis. He made exhaustive studies of 
syphilis of the viscera and the spinal fluid, 
collaborated in sero-agglutination tests, and 
contributed much to the study of central 
nervous system syphilis. 
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Fig. 8.—Jeanselme. 

Later, Jeanselme in 1925 published his 
“Précis de Syphiligraphie” and “La Syph- 
ilis, son Aspect Pathologique et Social” and 
in 1931 the “Traite de la Syphilis.” 


Pautrier 


Pautrier,t who was closely associated with 
Saubouraud, became Chef de Clinique at 
Strasbourg after World War I, where he 
remained, and from which he sent forth 
voluminous and valuable contributions to 
dermatology. 

At the Annual Meeting of the American 
Dermatological Association in 1927 Pautrier 
was Guest of Honor. The meeting was held 
on a boat which cruised down Chesapeake 
Bay from Baltimore and back, visiting along 
the way historical points of interest, chief 


among which were Yorktown and Jar. es-_ 


town. It was on this boat trip that I had 
the good fortune to become acquainted with 
Pautrier. 

My limited knowledge of French and his 
even more limited knowledge of English 
formed a bond between us. However, he 
had little need of English because his anima- 


tion, gestures, and mobile features were so 


t Dr. Pautrier died in 1959, 
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expressive that he could communicate with 
anyone without a word of English if need 
- be. 


, Az 
i 


| Wp ceived, ” namely, Prohibition. But there must 
have been some smugglers aboard, because 
ps. there seemed to have been ample supplies 
$ E ot alcoholic beverages. One evening a con- 
Pe attempt was made to incapacitate our 
honored guest, but he remained fresh as a 
pair to the end and was about the only 
one able to get to bed under his own power. 
I have no lantern slide of a sketch made 
ae Pautrier, but in conclusion I would like 
a to show a few feet of more than 400 feet 


By, 


i 2 showing will include some closeups of Pau- 
trier and other notables, most of whom are 


no longer with us. 
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t After returning to France Pautrier paid 
ie a most gracious tribute to the members of 
‘the American Dermatological Association in 
a a lengthy article in La Presse Médical 
for Sept. 24, 1927. Pautrier was especially 
Ma T impressed by his visit to the clinic of Dr. 
< Udo Wile at the University of Michigan, 
but he enjoyed to the full his voyage on the 
As Chesapeake Bay, and I quote, “La encore, 
= comme durant tout le Congrès, je suis 
- frappé par l'entrain, la bonne humeur et la 
a " camaradérie générale. Je bavarde avec le 
= Professeur Schamberg de Philadelphia, Fox, 
E Gey Lane, et Mitchell de Chicago, trés au 
courant de notre littérature et quis me dit 
des vers de Verlaine.” 
Freely translated Pautrier says: “I am 
ots ‘struck by the animated gaiety, the good 
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Et The voyage occurred during the period _ 
w of the “Noble Experiment, Nobly Con- 


| a of movie film made on the boat trip. This 
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eel wai the general cameraderie. I jest 
with Professor Schamberg of Philadelphia, 
Fox, Guy Lane, and Mitchell of Chicago, 
who is very well informed on French litera- 
ture and who recites the verses of Verlaine 
to me.” 

Pautrier has been a sound, as well as a 
prolific writer. His chapters on Cutaneous 
Tuberculosis, in Volume III of “Nouvelles 
Pratique Dermatologique,”’ including lupus 
erythematosus, comprise some 461 pages, in 
addition to which there are 24 pages on 
diseases of dubious tuberculous origin, 
“Dermatoses' dont les Rapports avec la 
Tuberculose sont incertains et discutables.” 
This discussion concerns chiefly granuloma 
annulare. 

In the discussion of the etiology of lupus 
exanthematique and lupus erythematosus 
Pautrier says, “Peut-on conclure? Cela 
parait bien difficile. En tout cas, cette ques- 
tion du lupus exanthématique pourrait bien 
devenir une pierre de touche de la théorie 
tuberculeuse du lupus erythemateaux.”’ 

Freely translated Pautrier asks, can we 
come to a conclusion? That appears to be 
very difficult. In any case the question of — 
lupus exanthematique may become the touch- 
stone of the tuberculous theroy of lupus 
exanthematique. 

These chapters on tuberculosis of the 
skin are all-inclusive, and, moreover, are a 
most valuable reference work. 

In Volume VII, Pautrier gives us 131 
pages of description, clinical photographs, 
photomicrographs, and discussion on lichen 
planus and allied lichenified dermatoses. 
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So annulare, a disease of unknown 
etiol 
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been the subject of numerous therapeutic ap- 
proaches. Local measures have included mercurial 
plaster, tincture of iodine, iodine ointment, sulfur 
= and salicylic acid preparations, radiation, carbon 
$ dioxide snow, dichlorø-tetrafluoro-ethane (Frigi- 
Ee derm), electrocoagulation, electrolysis, and radial 
F incisions. Systemic treatment has included bismuth, 
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gold sodium thiosulphate, arsenic, calciferol, gly- 
ccerinated extract of sheep blood, sulfonamides, 
Pa penicillin, and measles immune serum. 


$ Ta. doses of vitamin E and pantothenic 
acid derivatives have been recommended by Welsh. 
oy suggested that the metabolic products of vita- 
SAN min E may be utilized in the formation of corti- 

= sSone-like materials and that calcium pantothenate 
ee. may act as a biological catalyst in this process. 
~ Traub? (in discussion of Welsh) raised the 
= question as to whether the same results might be 

obtained by giving small injections of corticotropin. 
ae - Carrying this reasoning one step further we 
Bos wondered whether the injection of hydrocortisone 

directly into the lesion might not be of value. 


S 






+ Results $ 
hè Six patients with granuloma annulare have been 
= treated by intralesional injections. Our first pa- 
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Clinical Notes, New Zpstmments and ‘Techniques 


Hj Injection basin, 1A of rie cet ans Annulare 


ARTHUR B, KERN, MD, Providence, R.I, and BENCEL L. SCHIFF, M.D., Pawee, R.I. 


and somewhat capricious behavior, has- 


- 247 Waterman St. (Dr. Kern). 





tient atad, on the dorsa of the hinds. = lar; 
lesions which had not responded to x-ray am | 
injections of bismuth, solid carbon dioxide, and” 
chloroquine. Following a course of 10 weekly in- 
jections of saline suspension of hydrocortison one 
acetate the tumors had completely involuted. Our 
second patient was also treated by weekly injec- 
tions of hydrocortisone, but, in addition, one of 
her lesions was injected with normal saline. Both 
the test and control areas cleared. Our next fe ur 
patients were treated by intralesional injectior DA 

normal saline, procaine lidocaine (yio 
sterile distilled water. In three. of the case es 
volution of the tumors was induced, and in th e 
fourth there was improvement. 






















Summary 


Six cases of granuloma annulare were treated’ >. 
by intralesional injections of hydrocortisone, normal — 
saline, sterile water, procaine, or lidocaine (Xylo- 3 


caine). oF 
Involution was induced equally well regardless j 
of which medicament was injected. a 


Although its mode of action is not as yet under- 
stood, intralesional injections with relatively in- 
nocuous agents, such as normal saline or lidocaine 
(Xylocaine), is another tool to be utilized in the 
treatment of granuloma annulare, A 
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~ Recently a treatment for tinea capitis by selec- 
Eire chemical epilation was described by Benedek.* 
— 

< - His method utilized the following preparation: 
© copper sůlfate 5%, chloral hydrate 5%, glycerin 
F = 78%, sodium lauryl sulfate 1%, and aqua destillata 
pe 1%. 
The rationale of this treatment is based on chemi- 
as peal epilation of the infected hairs with consequent 
= mechanical elimination of the fungus rather than 
a an attack on the fungus itself. Topical fungistatic 
or fungicidal compounds, although effective in 
‘vitro in concentrations as low as four parts per 
on nillion, when used clinically do not regularly and 
_ consistently eliminate the infection. Benedek re- 
ported that in vitro tests with his compound showed 
_ only some fungistatic effect against Microsporum 
_ audouini, but he felt this to be inconsequential 
inasmuch as benefit was to be derived through 
selective chemical epilation of the infected hairs. 
Bee ray epilation, causing elimination of hair shafts, 
although generally conceded to be an excellent 
method of therapy, is being less frequently used 
~ due to public apprehension about radiation. There- 
> fore, a method of therapy imitating x-ray epila- 
tion, but without the hazards of radiation, would 
a Fhe clearly preferable. Benedek reported his own 
- experience with 249 cases and referred to its use 
by others in a Canadian epidemic of some 849 
- cases in which 551 of 849 (65 per cent) “were 
4 negative” during a six-week period following 
= therapy. His treatment consisted of clipping the 
i hairs of the affected areas closely, keeping these 
hairs short by frequent cuttings, rubbing in the 
re above-described compound morning and night with 
the aid of a soft toothbrush, the constant wearing 
_ of a stocking cap or other head covering, sham- 
= pooing the scalp thoroughly after each third appli- 
~ cation of the medication, and using a small hand 
_ brush to loosen and remove infected hairs. The 
a author stated within two to three days the infected 
| h airs were loosened and easily lifted out, brushed 
Ja out, or epilated by light touch. The total treatment 
time required varied from two to four weeks with 
th le criterion of cure being a conversion from 
~ Wood's light fluorescence to absence of fluores- 
cence. 
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Results of Chemical Epilation Treatment in- 
0 Tinea Capitis Cases 


M. audouini 39 cases 
 ‘T. tonsurans 11 cases 
Total number: 50 cases 
Patients’ ages 
l- 5 years 18 cases 
5-11 years 32 cases 
Duration of tinea capitis priz 
to therapy: ‘ 
Less than 3 months 27 cases 
3 to 12 months 12 cases 
12 to 32 months 11 cases" 
Type involvement: 
Only one or two patches 26 cases 
Diffuse involvement 24 cases 
Treatment & to 16 weeks 
Results 
Cures 8 (1 T. tonsurans, 
7 M. audouini) 
No follow-up 6 
Failures 36 


In our fungus disease clinic we treated 50 cases 


of tinea capitis by the above-described method. The- 


parents of the patients were encouraged to apply 
the medication vigorously and liberally to the 
affected areas, using a toothbrush. In addition 
the importance of brushing and firm rubbing of the 
infected areas at the time of shampooing was 
stressed. A description of our study is contained 
in the Table. 


Comment 


There were 36 failures out of the 50 patients 
treated. Other experimental data from this center 
(not yet published) using oral or ‘topical placebo. 
therapy, showed equal or higher percentages of 
cures than the presently studied medication. Thus 
in our hands this compound was not beneficial in 
the treatment of tinea capitis. 


Side-effects to the treatment consisted of one 
case of contact dermatitis, one case of an allergic 
contact dermatitis with generalized eruption, and 
five cases of primary irritant dermatitis presum- 


ably due to excessive vigor in applying the medi- 


cation since the dermatitis cleared avith less forceful 
application. 

No difference was observed in ease of removal 
between treated, infected hairs and treated normal 
hairs; neither was there a difference between 
treated and nontreated hairs. Further, upon detaifed 








questioning of parents of the patients as to hair 
= loss from brushing or shampooing, not a single 
parent noted any particular loss of hair from the 
~. infected areas during treatment. 


Summary 


Benedek’s recently described method of selective 
a chemical epilation of infected fungus hairs was 
-employed in 50 cases of tinea capitis. Beneficial 
results were no greater than seen when oral or 
= tọpical placebos were employed. It is concluded 
š that the method is without value and is associated 


Rosacea 


LEON GOLDMAN, M.D., Cincinnati 


k 
t 
3 At the VII International Congress of Leprology 
5 in Tokyo, Mayer and Davey’ reported on the 
p diphenyl thiourea compounds in regard to their 
antituberculosis and antileprosy activity. This 
i compound, known as SU 1906, or DPT, is a 
substituted thiocarbanilide, 4-butoxy-4’di-methyl- 
amino-diphenyl thiourea, which has been studied 
now for over four years in the treatment of 
| leprosy. The most extensive work was done by 
È Davey? of the Uzuakoli Research Centre in 
; Nigeria, West Africa. One of the important prop- 
P erties of this material was its $oeedom from tox- 
icity. 

Because of the interest of the dermatologist in 
drugs used in the treatment of Hansen’s disease, 
it was decided to use this nontoxic compound in 
the study ofevarious dermatoses. Because of the 

_ presence of a thio compound, rosacea was the first 
dermatosis selected. It is admittedly difficult to 
assay the value of any oral therapy in rosacea, so 
56 patients with severe rosacea resistant to a con- 
ventional program were selected. 500 mg. of 
diphenyl thiourea were given twice or four times 
a day. The patients have been observed over a 
period of eight months, and in all save eight 
there was marked improvement with the addition 
of the diphenyl thiourea compound. There was 
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with a significant percentage of side-actions ( 12%) a 
These were classified as allergic contact ype 
eczematous dermatitis with generalized eruption 


or as primary irritant contact dermatitis. 7 E 
Tulane Medical School, 1430 Tulane Avenue 
(Dr. Sinski). 3 Bs 
1 = 
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prompt relapse on withdrawal. A colored pla ebo 
pill was tried but because of difference in size 
and taste it was not successful. There were no 
reactions to therapy in any of these patients now 
followed over a period of only eight months ex- — 
cept a metallic taste in the mouth, one patient ~ 
with nausea, one with diarrhea, and one com- — 
plaint of vertigo. The total number of patients in - 
the series was 168. The therapy series with acne, 
dermatitis herpetiformis, psoriasis, pemphigus, an id 
scleroderma, both localized and generalized, was too 
small to show any significant therapeutic value as Ss 
yet. In two patients with dermatitis herpetiformid 2 
there was no change. There had been no change 
in one patient with sarcoid. The drug was given 
to one patient with lupus vulgaris in the arrested — 
phase, but it was impossible to draw any thera- $ 
peutic conclusions. One boy with a rare mucor — 
mycetoma is also on diphenyl thiourea. Studies are | 
also under way with the possible topical value of 
this diphenyl thiourea, both on the skin and on- 
the buccal mucosa. Because of the nontoxic 
nature of this drug it is recommended that derma- A 
tologists use it for clinical investigative studies x 
especially in the therapy programs of lupus vul- 
garis, sarcoidosis, rosacea, and pemphigus. BE 
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_ Mycosis Fungoides Associated with Anaplastic 


= Carcinoma 


i“ tax 


Report of a Case 


E- JOHN GARB, M.D., and HANS FIELD, M.D., New York 


~ The following is a report of mycosis fungoides 
T associated with a cancerous growth, a rare occur- 
= rence, 

E History—A man,* aged 67, presented in 1955 
% =~ generalized pruritic lesions of. mycosis fungoides 
Be (Figs. 1 and 2) of 31 years’ duration. In 1949, 
~ he received arsenotherapy orally and parenterally 
© for eight months. Because of a history of anginal 
attacks antimony treatments were not instituted." 
"Numerous roentgen-ray exposures were given to 
T the various lesions irregularly from 1945 until 


me 1954. 


es 

Bee. A tumor above the right knee received 575 r 
> units from April until August, 1953. On Jan. 6, 
— 1954, the fungating mass was still present, the size 


T of one inch (2.5 cm.) circular (Fig. 2). Addi- 
> tional roentgen-ray therapy was given to a total 
> of 1,275 r unfiltered. The mass receded tem- 


cr Submitted for publication July 31, 1959. 





_ Fig. 1—Showing the mycosis fungoides lesions 
>» on front of legs, April 1951. 





porarily, but later became larger and began to 
ulcerate. On Nov. 6, 1954, the ulcerated surface 
measured 3 and one-half inches (8.75 cm.) by 2 
inches (5 cm.). A biopsy specimen taken Nov. 11, 
1954, because of the suspicion of prickle-cell 
epitheliomatous degeneration, was diagnosed by Dr. 
Wilbert Sachs as anaplastic carcinoma developing 
from prickle-cell epithelioma. The cancerous mass 
was excised on Nov. 25, 1954. A microscopic 
section was likewise interpreted as anaplastic car- 
cinoma by Dr. Charles F. Sims and described 
as follows: (Fig. 3). 

“The epidermis is moderately and irregularly 
acanthotic, with broadened and elongated rete pegs. 
Part of the section presents ulcerations with con- 
siderable granulation tissue, as well as irregular 
masses of anaplastic cells. An occasional mitosis 
is seen, The corium also reveals changes of chronic 
radiodermatitis. Distributed throughout the corium 
is a diffuse cellular reaction of a nonspecific char- 
acter. There are telangiectatic vessels present as 
well as scattered strands of basophilic collagen. 
Some of the vessels have decidedly thickened walls 
with narrow lumens. Edema of the connective 
tissue is present in some areas.” 

Physical Examination.—The patient was 5 feet 
6 inches in height and weighed 140 pounds (63.5 
kg.). The blood pressure was 140/80. The pupils 
were regular, equal, and responded well to light 
and in accommodation. The knee jerks were nor- 
mal. e 

Dermatologic Examination—The greater part 
of the trunk and extremities was covered with 





Fig. 2.—Showing the tumor diagnosed 
aplastic carcinoma, November 6, 1954. 
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MYCOSIS FUNGOIDES—ANAPLASTIC CARCINOMA 
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erythematous plaques some of which were exuda- 
tive and crusted. Other areas were dry and of a 
psoriasiform appearance. Some lesions showed a 
circinate and arciform arrangeinent. Among the 
lesions were islands of depigmentation surrounded 
by hyperpigmented mottling. In the right elbow, 
right infraaxillary, and lateral areas of the trunk 
were fungating, oozing and ulcerating tumor mas- 
ses, varying in size from one to two inches (2.5 
to 5 cm.). The „Palms and soles were relatively 
free of lesions. On the right cheek was a quarter- 
sized oozing and ulcerating tumor mass. There 
was ectropion of the left lower eyejid. The lymph- 
nodes were not palpably enlarged. The routine 


laboratory data were normal. ° 


Garb—Field . 





Fig. 3.—Showing the 
histologic structure of 
anaplastic carcinoma of 
the tumor above the right 
knee (X 87.5 


Comment 


Bluefarb et al. reported two cases of mycosis 
fungoides associated with prickle-cell epithelioma 
and cited six other cases from the literature. They 
commented on the rarity of the association of 
mycosis fungoides with cancer. A ninth case, my- 
cosis fungoides with adenocarcinoma of the right 
breast in a 68-year-old Negro woman, was reported 
by Brier and Steele.* Ours is the tenth case of the 
association of mycosis fungoides with a cancerous 
growth.* The anaplastic carcinoma may have de- 
veloped following intensive roentgen-ray radiation 
to the tumor above the knee, resulting in chronic 





* The cancerous growths refer to prickle-cell 
and not to basal-cell cancer 
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_ tadiodermatitis which was proved histologically 
(Fig. 3). 
It may be of interest that Jordan and neat 
f am’ reported on 30 autopsies of patients with 
Bs _ mycosis fungoides. In none was there evidence 
_ that carcinoma was the cause of fatal termination. 
_ However, the possibility of the presence of cancer 
is not eliminated. In 9 of 10 cases treated with 
~ antimonials by one of us (J.G.)* there was ee 
- clinical evidence of cancer, while in one case’ 
a grapefruit-sized tumor in the pelvic region was 
e © clinically ° diagnosed as a lymphoma, since no 
autopsy was permitted. 
- [Itis our impression that the association of these 
two malignant diseases is coincidental for the 
; o that lesions of mycosis fungoides are de- 
_ rived from mesoderm, while carcinomatous growths 
develop from epithelial tissue. Such an opinion 
; 3 was also expressed by the commentators on a case 
of Skeer, a woman aged 58 who was operated 
on for carcinoma of the sigmoid on February, 1942 
i 5 ae disclosed generalized lesions of mycosis fun- 
= goides in October, 1942. 
Besides the interest of reporting another rare 
= case of mycosis fungoides associated with cancer, 
= we wish to arouse suspicion of the possibility of a 
a fer =tncmatous degeneration or a more malignant 
l lymphoma if isolated growths do not respond as 
i c her lesions of mycosis fungoides to certain thera- 
per tic measures or roentgen-ray exposures. 
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Summary and Conclusion 


- 
See 
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A case is reported of an anaplastic carcinoma 
= which developed from prickle-cell epithelioma above 
- the right knee in a patient who had generalized 
= lesions of mycosis fungoides for 31 years. The 
~ malignant degeneration was probably the sequela 
_ of intensive radiation this tumor received resulting 
_ in chronic radiodermatitis interpreted histologically. 


The Slide Culture 
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= Any well-rounded training program in derma- 
-~ tology must include the study of mycology. A 
_ method which enables the resident to grasp the 


1 Submitted for publication May 26, 1959. 

= Dermatology Service, Brooke Army Hospital, 
E Brooke Army Medical Center, Fort Sam Houston, 
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=A M. A. ARCHIVES 0 OF DERMATOLOC 
This is the tenth case of mycosis fungoides asso- 
ciated with cancerous growths. The association 
of the two malignant diseases has been regarded 
as coincidental, since mycosis fungoides is derived 
from mesoderm while cancer develops from epi- 
thelial tissue. 

In reporting the tenth rare case of the associa- 
tion of mycosis fungoides with cancer we call 
attention to the possibility of malignant degenera- 
tion or a more malignant lymphoma when isolated 
tumors do not respond to a certain modality to 
which the other lesions of mycosis fungoides have 
undergone involution. 


219. E719 St. (3). 
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x Its Use in a Dermatology Residency Program for the Study of Dermatophytes 


_ CAPT. JOHN S. FERGUSON Jr., MC, USA, and COL. GEORGE PRAZAK, MC, USA 


important aspects of the subject and yet conserve 
valuable time should be a welcome tool. The us- 
ual approach in’ the study of mycology appears to 
be the use of lectures with teaching aids, such as 
photographs and actual observations of cultures 
and culture mounts, The importance of migro- 


scopic studies of the organisms is magnified by 
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USE OF SLIDE CULTURE 





Fig. 1A.—Epidermophyton floccosum : EE 
istic macroconidia in groups resembling bunches 


of bananas. 





the marked variation of colony 


growth on ordi- 
nary media, particularly by ethe dermatophytes. 
The inherent difficulty of finding diagnostic struc- 
tures on fresh culture mounts needs little discus- 
sion. Fragility of many of the structures, as well 
as large numbers of nondiagnostic features, tends 
to detract from the usefulness of ordinary culture 
mounts, and tends to make this a difficult and time- 
consuming method of teaching., 


The slide culture has been used by mycologists 
and dermatologists for many years.” However, a 
recent effort to locate references to this method of 
culture revealed a scarcity of material to help in 
setting up such a program. The method to be 
presented here is similar in .many respects to that 


Fergquson—Prazak 
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Fig. Tice TT gypseum : 


boat-shaped 

macroconidia with chlamydospores and micro- 
conidia. 

Fig. 1C.— Microsporum 


canis: tapering macroconidia 
with rough, thick walls. 


of Henrici*; however, certain variations in tech- 
nique have been found helpful. It is actually a 
very simple procedure, yet quite valuable as a 
method for preparing mounts to be used in con- 
junction with the traditional methods of teaching. 
This method is extremely well adapted to the 
study of dermatophytes, and the common con- 
taminants are easily grown in slide culture to good 
advantage. Due to the danger of infection, the 
studies of systemic fungi are best left to usual 
methods. By use of specialized media, along with 
usual media, the diagnostic structures of derma- 
tophytes may be produced with relative ease. 


The method employed in our training program 
will be described in detail, and representative 
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photomicrographs illustrating mounts prepared 
by this method are presented (Figs. 1A-1E). 

The equipment needed is a Petri dish, a piece 
of glass tubing bent to the shape of a V, and an 
ordinary glass slide (Figure 2). The slide is laid 
across the tubing, placed in the petri dish, and 
this is autoclaved. If the slide falls during the 
autoclaving process, it is easily replaced using 
sterile forceps. 

The medium to be used is poured into a sterile 
Petri dish to a thickness of 3-5 mm. When the 
medium has cooled, it is cut into blocks 1 cm. 
square, which may be removed with sterile in- 
struments and placed on the slide. Media prepared 
in one Petri dish is sufficient for approximately 
36 slide cultures, Following this preparation, the 
medium is inoculated in the center and at the four 
corners in the usual manner of inoculating solid 
media. A clean dry cover slip is then placed di- 
rectly over the medium; the cover slip is best pre- 
pared by previous soaking in an alcoholic-acetic 
acid solution, being dried before use. Autoclaving 
the cover slip frequently results in spotty discolora- 


Fig. 1lE.— Trichophyton 
schoenleini: favic chande- 
liers and large degenerating 
chlamydospore. 


tion, which later interferes with microscopic 
visualization and photography. Following inocula- 
tion, a small amount of sterile water or saline is 
placed in the bottom of the Petri dish; 8 to 10 cc. 
will fill the glass tubing with a small amount cov- 
ering the bottom of the dish, which is desirable. 
This may be more or less injected into the prepa- 
ration, using a 30-100 cc. syringe without needle; 
the fluid serves to increase the humidity of the 
environment and thus prevent premature drying 
of the media. It might be added at this point that 
contamination occurs infrequently, (Figure 3 il- 
lustrates appearance of Trichophyton rubrum as 
it appears growing on slide culture. ) 
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Fig. 1D.—Trichophyton rubrum: small, delicate 
microconidia with characteristic railroad-track ap- 
pearance. 








Optimal time for’ removal is extremely variable; 


e.g., M. fulvum (M. 
moved at 5 days, while T. 


gypseum) may be best re- 
schoenleini should be 
development of 
This 


varies with temperature, medium, and strain of 


left intact for 3-4 weeks, for 


structures suitable for teaching purposes. 


the organism, An interesting and important as- 
pect of the slide culture technique is the fact that 
periodic microscopic observation of the growing 
colony is possible. This may be done under low 
and high power of an ordinary microscope, and it 
enables one to observe the development of the 
various reproductive structures, and also to be 
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Fig. 2.—Equipment utilized in slide culture prep- 
aration (see text). 


able to prepare permanent mounts at the optimal 
time. 

The permanent mounts may be prepared in 
several ways. One method is to remove the cover 
slip from the culture mount gently with forceps 
(avoid dragging the cover slip over the medium), 
which prevents disturbing the structures and there- 
fore maintains their normal relationships. The 
cover slip is then gently placed on one end of a 
clean glass slide with 2-3 drops of lacto-phenol- 
cotton-blue* on its surface. The slide may be pre- 
pared for your permanent set by sealing the edges 
with clear nail polish or similar preparations. 
After removal of the media, the slide which 
served as the base of the culture may be similarly 
treated, and another mount thus obtained. 


Each slide culture then provides two permanent 
mounts showing the undisturbed relationship be- 
tween reproductive structures and mycelia. Such 
slides are invaluable as teaching aids, and although 
this method does not provide the exact picture of 
an ordinary culture mount, it does acquaint the 
student with the important features in such a 
manner that the ordinary mount is more readily 
interpreted. Mounts prepared in this manner, 
although termed permanent here, should be con- 
sidered semipermanent, as deterioration is antici- 
pated. However, they can be expected to remain 
intact for several months tò several years, de- 
pending on the manner of preparation. 
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Fig. 3—Colony of Trichophyton rubrum as n. 
appears on intact slide culture preparation. 


Summary and Conclusions 


s 

It is felt that the slide culture is a valuable aid 
in helping the student grasp the manner in which ~ 
the various dermatophytes reproduce in culture. a 
Also, it is perhaps the most successful manner to” 
demonstrate for the student the diagnostic struc E? 
tures of the individual organism. It might be 
added in closing that this serves as a supplement ail 
not a substitute, for usual methods of study. a 


Captain John S. Ferguson, MC, USA, Brooke ~ 
Army Hospital, Brooke Army Medical Center, aa 4 
Fort Sam Houston, Texas. >a 
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T ‘reatment of Pyodermas 


-~ Fed 


Triburon is a new bis-quaternary compound de- 
riv ved from B-ionine, which has been found to 
have high bacteriostatic and moderate bacteriocidal 
ctivity against both Gram-positive and Gram-nega- 
e organisms. The chemical is a white crystalline 
Seite der which is stable on exposure to air and 
| Tight, , and possesses the structural formula shown 
t the bottom of the page. 


a vitro bacteriostatic and bacteriocidal activity 
“were demonstrated by the serial dilution method 
a and by determination of the phenol coefficient, 
_ respectively, while in vivo antibacterial activity was 
shown in mice.* Preliminary studies performed on 
. pt e antibacterial activity of Triburon in human 
bacterial infection have shown favorable results. 
The present study covers 81 patients treated with 
e topical application of Triburon * ointment over 
A re-month period, 


ro 


i Eo Study 

= Seventy- five cases in which a diagnosis of a 
rimary or secondary pyoderma was made were 
treated with 0.1% Triburon in a carbowax base, 
and an additional six cases, in which an eczematous 
x: Eo was prominent, were treated with 0.1% 
 Triburon in combination with 0.5% hydrocortisone 
in the carbowax base. The ointment was rubbed 


int ito the affected areas three to four times daily. 


here were 34 cases of impetigo contagiosa, 18 
es of infectious eczematoid dermatitis, 14 cases 
of fol liculitis (12 involved the beard or scalp), 
8 cases of ecthyma, 6 cases of furunculosis, and 1 
case se of persistent pustular dermatosis of the hands. 
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A 
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ng “Submitted for publication Sept. 12, 1959. 
ui From the Department of Dermatology (Her- 
mann Pinkus, M.D., Chairman), Wayne State Uni- 
$ versity College of Medicine and Detroit Receiving 
Hospital. 
E * The TÄBüron. ointment and chemical and 
pharmacologic data were supplied through the 
courtesy of John L. Spencer, Ph.D., Associate 
Director, Medical Services, Roche Laboratories, 
=e of Hoffmann-LaRoche, Inc., Nutley, N.J. 
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i ical Saldiation of Arboro i in the e Topical 


_ EDWARD S. MERCANTINI, M.D., and ANDREW E. SEGAL, M.D., Detroit 


Cultures were obtained in 32 cases (40%). Six- 
teen cases were considered severe enough to war- 
rant systemic chemotherapeutic agents (antibiotic © 


or sulfa) and in these cases the topical applica- 
tion of Triburon is to be considered as adjunctive 
therapy. 


Results 


Of the patients, 78% were considered completely 
cured, whereas 13% were considered treatment 
failures. An additional 9% comprise patients in 
whom treatment was stopped because of irritation 
which occurred during therapy. 

Of the successfully treated cases, patients were 
considered cured within one week in 50% and with- 
in two weeks in another 37%. A small percentage 
required three weeks of therapy. Among the cured 
cases 23% had been on systemic chemotherapy 
(antibiotic or sulfa), while 77% were cured with 
topical application of Triburon and no systemic 
therapy. 


The cultures revealed that the infecting organism 
was a coagulase-positive staphylococcus in the ma- 
jority of cases with streptococci second in fre- 
quency. No attempt was made in this study to 
evaluate the drug under consideration with respect 
to es effect on the so-called “resistant staphylococ- 


” 


s,” specifically. 
Comment 


The data suggest that Triburon is an effective 
topical chemotherapeutic agent in the treatment 
of a variety of bacterial infections of the skin, 
both as the primary agent of treatment and as 
an adjunct to systemic chemotherapy. The develop- 
ment of irritation during the course of therapy in 
7 of 81 cases is at variance with previous studies. 
Edelson, using a multiple patch test technique, 
concluded that less ‘than 2% of normal subjects 
develop reactions to Triburon after the challenging 
exposure, and Robinson,* using a single patch 
test exposure, found no cases of irritation or sensi- 
tization after the challenging exposure. It may be 
that the increased frequency of adverse reactions in 
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our study was due to the fact that the drug was 
applied to abnormal skin. It is also possible that 
some instances of irritation may have been due to 
the ointment base rather than the active ingredient. 


Summary 


Eighty-one patients with a diagnosis of pyoderma 
were treated with a new topical chemotherapeutic 
agent, Triburon. Of these, 78% were cured, 13% 
failed to respond, and 9% showed irritation while 
under treatment. 


The authors would like to acknowledge the as- 
sistance of Barukh Mevorah, M.D.; Thomas W. 


Alopecia of the Eyelashes 


ROY L. KILE, M.D., Cincinnati 


In the past two years, I have seen four individ- 
uals with alopecia of the eyelashes. In only one 
of these cases did the alopecia involve any other 
area. Inasmuch as alopecia limited to the eyelashes 
must be uncommon, | thought it worth while to 
publish this report. 


Case 1—A woman, age 21, a secretary, had 
never noticed any other hair loss. About a month 
and a half previous to her visit to my office in 
June of 1959 she noticed a loss of hair of the 
medial half of her left upper eyelashes (Fig. 1). 
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Darnall, M.D. ; Alan D. Cohen, M.D., and Anthoni 
T. Caspers, M.D. in the collection of clinical data. E. 


Department of Dermatology, Wayne State Uni- 
versity, 1401 Rivard St. (7). 
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Her left lower and right eyelashes were normal, ~ 
She was a very hairy person and the hair was © 


coarse and dark. ss 
oe 
There was no history of headaches or dental 


difficulties. She has no idea as to its cause, It 
came on suddenly as one would have expected with © 

alopecia areata. She did not curl her eyelashes ~ 

or use any cosmetics on the area. The only positive E : 
observation was that she had been under more a 
nervous tension for the previous three or ‘our ay 
months. She had no ophthalmological difficulties” 
that she knew of and did not wear glasses. In ihe 
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© six months she has been observed, the condition 

© has remained about stationary. 

E CasE 2.—This girl, age 14, was first seen Nov. 
21, 1956, with a history of losing her eyelashes of 
oher upper eyelids about eight months previously. 
On many occasions, the eyelashes had started to 

| grow back but soon dropped out again. Her gen- 
~ eral health had been good. There had been no 
loss of hair elsewhere on her body. When first 
seen her upper eyelids were completely devoid of 
~ hair. She was observed over a period of about a 
year during which time she used an ophthalmic 
= ointment containing hydrocortisone. The lashes 
-gradually grew back and were apparently normal 

Bhen seen on July 7, 1958. 

a She was again observed on June 24, 1959, at 

4 which time she presented an alopecia of the middle 
-portion of her left upper eyelid and the lateral 
two-thirds of her right upper eyelid (Fig. 2). She 
~ had considerable seborrheic dermatitis in her scalp. 
aa she began using the same ointment and the 

T hair started to regrow. On both occasions the 

T condition was limited to the eyelashes. As in Case 

9: Sl all other findings were negative. Her father 

- died some five or ten years previously and she had 

- a domineering mother. 

4 Case 3.—The patient, a boy 9 years of age, was 

_ first seen on May 2, 1958, with an irregular loss 

a of his eyelashes and some loss of his right eye- 

brow. The lateral portion of the right eyebrow 

had dropped out in an area about a centimeter 

_ long. Hair loss in his eyelashes was irregular. 

- There was no other alopecia noted. 

~~. He was one of three brothers, He gave a his- 

š _ tory of the eyebrow area and eyelashes growing 
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~ in and falling out on several occasions. This 
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Figure 2. 


happened while he was under my observation, and 
when last seen July of 1958 his lashes had 
grown back. In September of 1958 his mother 
reported that they had fallen out and regrown 
again. 

This boy had a completely negative history. He, 
too, did not wear glasses nor did he have any 
obvious dental or ophthalmological difficulties. 


Case 4.—This girl, age 9, had an extensive 
alopecia areata of the scalp. This child had had 
the trouble for six or seven years with involve- 
ment of nearly the entire scalp. This case differs 
entirely from the other three in this regard. She 
came from another city and had been seen by many 
dermatologists. There was involvement of the 
eyelashes and eyebrows as well as the scalp. This 
was a typical alopecia areata with involvement of 
the eyelashes as well as the other areas. 


Comment 


These cases of alopecia of the eyelashes prob- 
ably are a type of alopecia areata. This was 
obviously true for Case 4. In two of the other 
cases it was not so obvious and other factors may 
possibly be involved. 


Just how often this condition occurs is not 
known. It may be more common than we suspect, 
since individuals may not consult a dermatologist 
or even their family physician. It is interesting 
that all these patients were young people. All 
were under 21 years of age and three of the four 
were girls. In no instance could it be associated 
with cosmetics or dental or eye difficulties. 
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l Petechial a iss ansad 


NADINE G. SMITH, M.D., Minneapolis 


Although griseofulvin has only recently become 
available for general use, Blank* has studied 31 
patients rather extensively and concludes that toxic 
‘reactions in man appear to be minimal. Since anti- 
mitotic effects had been described in rats receiving 
sublethal doses, these patients were followed care- 
fully for alterations in peripheral blood cell counts. 
These and other laboratory investigations cor- 


roborated the observations that griseofulvin was 
a drug of relatively low toxicity in man. One 


patient developed an urticaria-like eruption after 
five weeks of continuous therapy, and several others 
noted mild abdominal distress and headache. Pipkin 
and Ressman * followed 23 patients receiving grise- 
ofulvin and noted a slight depression of the white 
blood cell count in one-fifth of the children in the 
group. No other drug eruptions occuring from 


= griseofulvin have been reported to date. 


Report of a Case 


A 42-year-old white woman has been followed 
since June 2, 1959, for a moderately severe tinea 
pedis. Treatment consisted of Whitfield’s ointment 
(benzoic and salicylic acid ointment), Burow’s 
(aluminum acetate solution) soaks, and ultraviolet 
irradiation. On this regimen the eruption was kept 
under fair control. The patient gave no history 
of penicillin sensitivity; however, she had once 
previously noted petechiae following the ingestion 
of aspirin. 

On July 29, 1959, griseofulvin was prescribed to 
be taken in doses of 1.0 gm. daily for a two-week 
period. Within 48 hours of starting the drug, the 
acuity of the eruption subsided, and pruritus dis- 
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appeared. On the sixth day of therapy, she noted 
the appearance of a generalized petechial eruption | 
which extended from the neck to the toes. This 
reached a peak on the ninth day. The patient di id 
not report this finding to me but continued to take 
the medication as she had been instructed to do 
In association with the petechial eruption, she alse 
described an intense pruritus and erythema of the 
palms and soles which occurred one-half hour after 
taking the medication and which subsided withir 
several hours. as 

The patient had completed the two-week co a 
of griseofulvin two days before she returned E 
observation. According to the patient, the petechiz 
began to fade almost at once following the cess: a- 
tion of the drug. At this visit several hundred ale- 
red petechiae were observed, scattered over the 
lower extremities. The patient had not felt ill a 
any time and was pleased with the apparent cur e 0 
her dermatophytosis. =, 

Summary ; : i 

A case is reported of a generalized pete nial 
eruption which occurred on the sixth day € 
therapy in a patient taking 1.0 gm. of griseoi d n 
daily. The lesions cleared almost immediately after 
administration of the drug was discontinued. a 
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Report of a Case 


A VERRE? white female patient was first 
s seen on Ang. 23, 1958, with a severe Trichophyton 
tubrum infection of the skin of both feet and 
both hese legs, and of the right thigh anteriorly, 
pah had been present for approximately seven 
years. All toenails, and both thumbnails were in- 
; volved. She had received all types of treatment, 
acluding maximum x-ray. 

FA positive culture of T. rubrum was obtained 
-on Oct. 15, 1958. Positive scrapings were obtained 
o n two previous occasions by us. T. rubrum had 
‘also been isolated four or five years previously 
by other dermatologists. 

Because the patient had marked pruritus and oc- 
casic al inflammatory vesiculopustular lesions at 
margin of the involved areas, she was given 
E eeacinolone, starting with 4 mg. four times daily, 
on Aug. 23, 1958, and maintained at 8 to 12 mg. 
Jails _ This controlled most of the objective and 
ubje tive signs of mycotic infection, but when it 
Bekdiiced below 8 mg. there was prompt reap- 
E a ce of these signs of the infection. 


¥ 


po June 10, 1959, the patient presented a small 
ypical lesion of tinea corporis about 2 cm. in 
jiameter on the left cheek, which was micro- 
Scopically positive for mycelia. On June 19, 1959, 
treatment was started with griseofulvin, 250 mg. 
four times daily, and the triamcinolone was dis- 
P co tinued. 
ET he response to griseofulvin was excellent, with 
omplete clearing of the new lesion on the left 
‘cheek in about five days, and by July 8, 1959, the 
legs were smooth, nonerythematous, and there was 
no objective evidence of the fungus infection in 
"any areas of the skin. On July 29, 1959, she had 
developed a typical, oval, slightly erythematous, 
sca y lesion with a raised border, on the right 
midanterior thigh, which was microscopically posi- 
ive apee had, at this time, been taking griseofulvin 
pe . four times daily for 40 days, and two 
a on Aug. 12, 1959, there was no essen- 
Pr ane in the lesion. It was still microscopi- 
cal ly positive for mycelia, and two cultures grew 
pure colonies of T. rubrum, but the skin otherwise 
was normal. The dosage of griseofulvin was re- 
duced to 250 mg. four times daily every third day, 
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Treatment with Griseofulvin 


‘CARL Z. BERRY, M.D.; SEYMOUR I. SHAPIRO, M.D., and RICHARD F. DAHLEN, M.D., Tucson, Ariz. 


as suggested by some investigators for prolonged 
treatment of nail involvement. 

On Aug. 26, 1959, there was another new 1 cm. 
lesion on the right lower tibial area, which was also 
microscopically positive for mycelia. The dosage 
of griseofulvin was therefore restored to 250 mg. 
four times daily every day, and is being continued 
at that level. 


Comment 


It would seem that the original strain of T. 
rubrum was griseofulvin-sensitive, since there was 


such remarkably quick and complete remission of- 


all signs and symptoms of the fungus infection, in 
less than three weeks of treatment. Because of the 
nail involvement, the full dose of 1 gm. daily was 
maintained, and it was while on this full dosage 
that the first new lesion of typical tinea corporis 
appeared on the right thigh. 

One can speculate whether the new lesions con- 
stitute a relapse of the original infection which 
had been only apparently cured, with the emer- 
gence of a griseofulvin-resistant strain, or whether 
the new lesions are entirely new infections. In 
any case, they are griseofulvin-resistant in vivo. 
The new lesions do not appear to be a drug erup- 
tion with secondary fungus infection as in 
Domonkos’ case,* but rather appear to be clinically 
typical lesions of tinea corporis, and this patient 
has shown no evidence of sensitivity or intolerance 
to the antibiotic. 


We do not know whether the 10-month course 
of corticosteroid therapy prior to treatment with — 
griseofulvin was influential in the subsequent ap- 


pearance of the griseofulvin-resistant strain. 

We wish to acknowledge the help of McNeil 
Lahoratories in providing the material used to 
treat this patient. 
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Psoriasis in Association with Sarcoidosis 


Report of a Case 


JOHN L. FARMER Jr., M.D., and RICHARD K. WINKELMANN, M.D., Rochester, Minn. 


Psoriasis has been reported in association with a 
large number of cutaneous and systemic diseases, 
among which are lupus erythematosus,’ hyper- 
thyroidism,* scabies,* lichen planus,‘ syphilis," 
tuberculosis,’ adenoma sebaceum and neurofibroma- 
tosis, and acrodermatitis chronica atrophicans.® 
It has been assumed that the relationship is coin- 
cidental. 


A survey of the literature revealed no instance of 
psoriasis associated with sarcoidosis, and in view 
of this fact it was thought worth while to report 
the following case. 


Report of a Case 


Throughout the 15 years preceding her admission 
to the Mayo Clinic in 1958, a 45-year-old white 
woman has had lesions of psoriasis involving the 
knees, elbows, and scalp (Fig. 1). Her father 
had had psoriasis for many years; a brother had 
psoriasis at the most recent report. 

In 1948, the patient had noted the onset of an 
episodic dependent ankle edema which has con- 
tinued to the present. Also, in 1948, she had first 
noted a mild shortness of breath, and her tolerance 
of exercise had decreased gradually from that time. 
Tachycardia had developed a year later and con- 
tinued thereafter. Heart rates had varied from 
100 to 110 per minute at rest. At no time had the 
patient been conscious of an irregular rhythm. 

In 1954, brownish-red maculae had appeared on 
the arms. These gradually had become papular 
in form and enlarged to a diameter of approxi- 
mately 1 cm. Some of the lesions had become 
confluent and assumed an oval, round, or linear 
configuration (Fig. 2). One year later similar 
lesions had appeared on the face and scalp (Fig. 3). 
A skin biopsy in 1956 had produced a report of 
“sarcoidosis.” None of the lesions had disappeared, 
but some of the older ones had flattened out, be- 
coming macular again. Isolated lesions had con- 
tinued to form from time to time. Throughout 
the course of the disease, no other symptoms had 
been associated with the skin lesions. In 1956, the 
patient had taken Asiatic pills for two months 
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1—Small erythematous plaques with im- E 


bricated, micaceous scales typical of psoriasis arec 


present on the right knee. The brownish-red, 
macular to slightly raised lesions of sarcoidosis 
are present over the knees and the anterior surfaces 
of both legs. 


without noting any improvement in either the 
sarcoidosis or the psoriasis. 


severe that she had been unable to perform her 
normal household duties. In addition a chronic 
cough had developed, which had been productive of 
two tablespoons per day of grayish-yellow sputum. 


There had been no chest pain or hemoptysis. Asa 


low-grade fever had developed which ranged be- — 
tween 99.5 and 100.5 F. In November, 1958, the 
patient had been hospitalized for seven days under 
the care of her local physician. She had been 
digitalized and given prednisone (10 mg. daily) and — 
corticotropin (ACTH). Continuation of the use of 
digitalis and prednisone through a six-week period — 
after dismissal from the hospital had brought no 
appreciable change in the systemic symptoms ; how- 
ever, some of the sarcoid skin lesions had flattened | 
out and become lighter*in color. 
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In the fall of 1958 the dyspnea had become so E 
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On her admission to the Mayo Clinic Dec. 26, 
physical examination showed the patient to be alert 
and in no acute distress. Generalized wheezing 
and rhonchi were noted throughout the chest with 
scattered sonorous and sibilant rales, but no dull- 
ness to percussion. A tachycardiac rate of 120 was 
recorded, with regular rhythm and no murmurs. 


The liver and spleen were not palpable. A small 
lymph node was palpable in the right supra- 
clavicular region. Multiple brownish-red, round 


to oval, macular to slightly raised lesions measur- 
to 10 mm. in their greatest diameter 
extensor surfaces 


ing from 2 
were scattered over the 
of the upper limbs, and anterior surfaces of the 
legs. Brownish-red, macular lesions that had be- 
come confluent were present in the retroauricular 
and suboccipital areas. Well-demarcated raised, 
flat, erythematous, scaly lesions measuring several 
centimeters in diameter were present the 
knees and elbows and in the suboccipital area. 
There were no changes affecting the nails. 


tace, 


over 


Laboratory studies revealed 12.8 gm. of hemo- 
globin per 100 ml. of blood, and 8,400 leukocytes 
per cubic mm. In the differential count lympho- 
cytes were 28%, 10, 
eosinophils 2.5, and basophils 0.5. The erythrocyte 


monocytes neutrophils 59, 
sedimentation rate was 71 mm. per hour ( Wester- 
eren). The findings from urinalysis were normal. 
Those from serologic test were nonreactive. Serum 
calcium amounted to 9.9 mg. per 100 ml. Serum 
proteins were 8.25 gm., albumin 4.00, and globulin 
4.25. 
protein as 7.73 gm. per 100 ml., with albumin 2.68, 
ai-globulin .45, ae-globulin .74, B-globulin 1.18, and 
y-globulin 2.68. 


Electrophoresis of serum revealed the total 


Negative reactions were given to P.P.D. in both 
first and strengths and to histoplasmin. 
Reactions acid-fast cultures for 
tubercle bacillus and fungi were negative. A cul- 
sputum revealed the usual flora plus 


second 


to stains and 


ture of 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Fig. 2.—Lesions char- 


acteristic of cutaneous 
sarcoidosis 
both 
brownish-red 


to 


are 
arms. 


present 
“hese 
and 
slightly 
of 
re- 


over 
are 

macular 
raised. Confluence 


smaller lesions has 
sulted in the larger ag- 


gregates and linear forms. 


Hemophilus influenzae. Roentgenologic study dis- 
closed diffuse bilateral pulmonary fibrosis 
probable left hilar adenopathy. Minimal 


porosis was indicated in the hands. 


with 
osteo- 


Electrocardiographic studies gave no specific evi- 
dence myocardial involvement. There were 
persistent tachycardia and some flattening of the T 
waves over the left precordium. Studies of pul- 
monary function showed some reduction in vital 
capacity as well as inspiratory and expiratory 
slowing; however, there was no great impairment 
of function. Skin biopsies of the different lesions 
revealed the histologic changes typical of psoriasis 
and sarcoidosis (Figs. 4 and 5). 


of 





Fig. 3—The sarcoid lesions on the face de- 
veloped one year after the initial appearance of 
sarcoid lesions on the arms. 
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While hospitalized the patient received 
antiasthmatic medicaments and antibiotics (strepto- 
mycin and tetracycline). The cough and expectora- 
tion lessened considerably, and the administration 
of antibiotics was stopped after. the sixth day. 
In the absence of hypercalcemia, uveitis, and more 
certain evidence for progressive invasion of the 
thoracic and abdominal viscera, it was decided not 
to institute steroid therapy at the time. 


Comment 


There is no reason to think that the association 
of psoriasis and sarcoidosis is more than a coin- 
cidence, but it is interesting to speculate about 
what possible influence either of these diseases 
may have upon the other. 


Fig. 5.—The clinical im- 
pression of sarcoidosis was 
confirmed histologically by 
biopsy of a lesion on the left 
arm. Note the masses of 
epithelioid cells within the 
dermis. Hematoxylin and 


eosin; X 50. 


Farmer—W inkelmann 


Fig. 4—Biopsy of a scalp 
revealed the typical 
histopathology of psoriasis. 
Note the parakeratosis, thin- 
ning of the stratum Mal- 
pighii above the papillae, and 
elongation of the rete ridges. 


Hematoxylin and eosin; 
x 80. 


lesion 


Sarcoidosis is a systemic disease that may have 
cutaneous manifestations. The reticuloendothelial 
system is involved primarily, and we, among others, 
place sarcoidosis among the reticuloendothelioses.* 

Psoriasis is essentially a cutaneous disease char- 
acterized by pathologic acceleration of growth and 
development of the epidermal cells, so that ab- 
normal keratinization occurs.” We also know that 
psoriasis may be associated at times with destruc- 
tive arthritic changes involving principally the 
Sarcoidosis and psoriasis 
may be confused in roentgenograms of the hands. 
The skin and terminal joints are sites of predilec- 
tion for both diseases. 


interphalangeal joints. 


Rostenberg “ has shown that in the presence of 
lymphoblastomas the delayed type of allergic re- 
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ilar depression of reactivity to contae agani: 
ing agents. The one reported case” in which 
4 mphoma (mycosis fungoides) coexisted with 
5 psoriasis demonstrated complete independence of 
| each process from the other. It has been postulated 
that in the presence of lymphomas and in sar- 
-coido osis a reticuloendothelial blockade exists. 
Ses Ro: stenberg * stated that the lack of reactivity 
ilts from an interference with the reticulum 
| = or its descendents, or with both, so that the 
adaptation of the enzyme system to the antigen 
in question cannot be maintained. This seems a 
Sy = valid explanation for the lower reactivity in 
sarcoidosis than the positive anergy theory, but 
spe ific | proof is lacking. 
On the basis of the allergic theory for the 
asis mori E reasonable to expect 







l cot eat Eihepidosis appeared. 
Treat Rainier nt for psoriasis did not affect the sar- 
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FA case is reported in which psoriasis and sar- 
- coidosis were present coincidentally, but the lesions 
were completely independent in behavior. 
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e For some reason difficult to comprehend, a number of dermatologist-authors in recent 
; have been obsessed with the notion that the great need in this jet age is a small 


Sia ook easy to read quickly and printed and illustrated so attractively that the student « FS 


al practitioner can devour its contents on the run along with his- instant coffee. 5 Suc a 
oks, which are usually presented as “practical” introductions to dermatolo EY, it y pas P 
seen may actually do a disservice to dermatology, which is much too complicated as 
gio instant treatment. It also downgrades the intelligence of medical omit is, sh is 
the 


his patient’s disease than can be offered in such small books? Are we. 
much to general practitioners? Apparently the question is a pat 
type textbooks continue to appear with regularity. 


tions from irig. companies and of prescribing drugs a i 
both the illustrations and drugs come from the same firms. IE he f 
it could perhaps prompt all drug firms to invade the textboc k fie Id. 


_ Did you by chance hear U. P. Herbert, the British poet, on television 
ofthe the old times when there was— 
No penicillin to ease a doctor’s toil 


When you had a boil, you had a boil! 


Aaron Lerner, New Haven, has received the 1960 award of the Society of Cosmetic 


Chemists in recognition of his work on enzymes and hormones controlling skin pigmentation. 


Dr. Arturo L. Carrion of Puerto Rico has been appointed Lecturer in Dermatology, 
School of Medicine, Columbia University, New York. 


Alfred Hollander spoke i in Spanish before the Peruvian Medical Asso jati 
1960, on “Management of “Dermatoses by the General Practitioner.” H 
Peruvian Anatomicopathological Society on “A Histochemical Study of M \ 
Leprosy of the Skin.” bs 


-= Harry Robinson, Sr., who ‘served the department for fifty years. 
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s New Administrations: A a 
ae Chicago Dermatological Society : em i 
-I Myron Felsher, President; Allan L. Lorincz, Vice President; Fred Szymanski, R 
Be Secretary. a 
a —Kansas City Dermatological Society: . | 
2S Norman Asel, President; Gordon Sauer, Secretary. Frequently combined meeting i 
E are held with the St. Louis group. E 
“Ss —Metropolitan Dermatological Society of Los Angeles: ` 
a Max Popper, President; Murray Zimmerman, Vice President; Rose Saperstein, Secre- . 
ae tary; and John W. Carney, Program Chairman. 1 
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Correspondence 


TREATMENT OF CHROMOMYCOSIS 





3A the Editor:—From the study of pertinent literature it is apparent that no satisfactory — 

= - therapeutic procedure is now available for ordinary cases of chromomycosis. Two small cases 
have been recently reported as cured after several infiltrations with solution of amphotericin B 
during relatively long periods of hospitalization. 

In my experience, satisfactory results can be attained along the following lines: REE 
SA iL Small lesions (susceptible of surgical excision without grafts) should be destroyed by S i 
ae Tesecting the whole skin, including a margin of apparently normal skin, 3-5 mm. wide. , - | 
"E i2 . Lesions not amenable to the previous procedure should be irradiated once by administer- re x 
ya dose per field of 400 r at 80 kv without filter. Only periphery of the active borders 
d 1-2 cm. of the adjacent, apparently normal, skin should be irradiated. Remember that ai = 
central parts of the active borders are mainly cicatricial. — Wa aa 
$ oy ae ts patient: is discharged without further therapeutic measures. Four to six months later, t 
Ea m croscopic control of the scales from the apparently active borders is performed; the Ea. 
parasitized spots are submitted to a second r dose, with the same factors as before. A new “Ss 
Fae con trol is scheduled after six months’ interval; and so on. igs 
A ail only a few little areas are found with parasites, already at the first’ a, 
Practically, in endemic areas, at the dermatologic centers, diagnostic suspicion arises at 
e outpatient level. The patient is immediately directed to the mycology laboratory, where 
in a few minutes through scale examination (A.M.A. ArcH. Dermat. 75:850, 1957) diagnosis — 6: 
is confirmed and cultures are sown (eventually, a biopsy is performed). Within two hours- es 
surgery can be performed or roentgenotherapy administered, and the patient dismissed. — a 
= No: hospitalization is necessary in ordinary cases. pr 
pee = = Thermotherapy has been successfully applied by me (by means of a common electric heat- 
boise ea ing pad) to an early case of chromomycosis with Cladosporium carrionii infection (this 

weal species, which is almost exclusively prevalent in certain dry tropical areas, has a maximal 


= growth temperature at 36 C); but treatment has not been so expeditious as roentgenotherapy 
could have been. 
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DANTE BoreLLI, M.D. 
Instituto Médico del Este 
Caracas, Venezuela. 


EFFECT OF "MAN TAN" 





To the Editor:—I am sure, by this time, that you have been inundated with information 
concerning “Man Tan.” However, there have been so many inquiries concerning this product, 
both by physicians and the lay public, that some information should be given them. | | 

Most dermatologists have taken the stand that since we do not know about “Man Tan,” a 
the patients are advised not to use it. Just in case that this material has not been eanit 4 
upon so far in the ARCHIVES, let me do so. 

According to a story in Chemical Week, and in Drugs and Cosmetics (December) 1959, 
“Man Tan” is supposed to contain dihydroxyacetone, alcohol, water, and vitamin D. “Dihya TA 
_droxyacetone, OHCH:COCH:0H is a compound that readily forms an equilibrium mixture 
with glyceraldehyde, CHAOHCH;OHCHO, and is probably oxidized by air to caramel-related 
polymer with a yellow-brown color.” 
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Re Further reference on these chemicals, “The Merck Index” shows that glyceraldehyde 
Bors. forms an equilibrium mixture with dihydroxyacetone and is called glycerose. The two isomers — 
Dent, are convertible into another through a common enediol, resulting from the migration of | 


= hydrogen atoms. The equilibrium mixture plays an important role in the termegeencri of 3 
sugars and in the biogenesis of constituents of the animal organism. 

Dihydroxyacetone at one time was used for cyanide poisoning. 

I have fdllowed about 20 patients, who have used “Man Tan” for the past six weeks, 
and as yet have found no sensitivities. 


É LEONARD S. Marxson, M. D. 
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GERALD F. MACHACEK, M.D. 
1897-1959 


Gerald F. Machacek, dermatopathologist to the Department of Dermatology, 


Columbia University, for thirty-three years, died November 8, 1959, of heart 
disease. He had suffered increasing cardiac pain for five months but continued 
his activities until two weeks before his death. 


Dr. Machacek was born in Prague in 1897, while his mother was on a visit 
to her native country. He was graduated from De Witt Clinton High School in 
1914 and entered Columbia College that fall. Although only a premedical student, 





GERALD F. MACHACEK, M.D. 
1897-1959 


he volunteered in World War I and went overseas with the Presbyterian Hospital 
Unit. He received his B.A. from Columbia College in 1918 and his M.D. from 
the College of Physicians and Surgeons in 1922. : 

He was resident in obstetrics for one year at Nursery and Child’s Hospital 
and this was followed by a two-year internship at Roosevelt Hospital. For one 
year he was Assistant Medical Examiner at Kings Point Hospital where he 
performed many qutopsies. 
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In October, 1926, he ie ae E R ‘with fis et ee of Derma- a = 
tology of Columbia University where he remained until his death. Through all — 
of his medical training he had been particularly interested in pathology and in 
ig 1927 he went to Heidelberg, Paris, and Prague and continued his studies in this 
e field. On his return to Columbia he began his work as dermatopathologist and 
3 gradually rose in academic rank to Associate Clinical Professor of Dermatology. 

In addition to his work at Columbia, Dr. Machacek was Associate Attending 3 
at City Hospital, Attending at Willard Parker Hospital, Consulting Dermato- — 
pathologist to Roosevelt Hospital, and Consulting Dermatologist to New York — 
= Eye and Ear Hospital. He carried on an active private practice and during his 
~ life did more than 3,000 autopsies. + 
=- He was a member of the New York Academy of Medicine, a member and past 
president of the New York Dermatological Society, and a meniber of the Ameri- | 3 
can Medical Association and the American Academy of Dermatology and Syph E 
ilology. 

He is survived by his wife, Mary, and a son, Gerald Jr. P 

He contributed a number of definitive publications on the histopathology of 
E- dermatologic disease. He was a devoted scholar and his wealth of knowledge was $ 
== phenomenal. He was never too busy to share this knowledge with anyone. The a 3 
=~ thing perhaps nearest to his heart was teaching the succession of students in q 
5 dermatology who have passed through this institution. He devoted many hours _ 
Be of his time to this endeavor both in formal classes and in individual instruction. — E 
ae In his passing, dermatology loses a great scholar, whose contributions will live — 4 
Z on mainly in the many whom he taught. We, who knew him well, have lost a a 
a = friend always willing to leave no stone unturned to help make a diagnosis and 
© to give of his vast knowledge unselfishly. 
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J. Lowry Muer, M.D. 
eS 555 Park Ave. 
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Society Transactions 





JOHN GARB, M.D., New York 


Although this paper deals with the accom- 
plishments of the Bronx Dermatological 
Society during the past decade it is perti- 
nent to include mention of the founders. 
The Society was formed Noy. 13, 1924, by 
the late Dr. Sam Feldman and Dr. Adolph 
Rostenberg (the first president). Dr. Rosten- 
berg is memorable for his frequent practical 
discussions and comments on well-worked- 
Dr. Feldman is known his 


Submitted for publication April 30, 1959. 


up cases. for 





Fig. 1—Dr. Sam Feldman, deceased, founder of 
the Bronx Dermatological Society. He is par- 
ticularly known for his contribution to lichen 
planus associated with atrophy oi the scalp, named 
in literature as Lichen Planus et Acuminatus 


Atrophicans (Feldman). 
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Biography of a Dermatological Society 


The Story of the Bronx Dermatological Society During the Past Decade 





Fig. 2—Dr. Adolph Rostenberg, deceased, co- 
founder with Dr. Feldman of the Society, first 
president, remembered as a pleasant man and for 


his frequent practical discussions and favorable 


comments on well-worked-up cases. 
contribution to lichen planus associated with 
atrophy of the scalp.’ 

The period of which this is written is 
the past decade (1948-1958) of Society ac- 
tivity. This report is based on personal 
impressions, review of the proceedings of 
the Society in the Archives ef Dermatology 
& Syphilology and in the A.M.A. Ar- 
CHIVES OF DERMATOLOGY, and on protocols 
collected at the meetings through December, 


1958. ’ . 










































BG aS ayn ig Er ae ee pan, taal te a8 Y ai 
T pile aN a llc Sa Sl A E a e nee: fe 
ee ee S EA T A Ree er SENOS $ Pee z 
T BRONX DERMATOLOGICAL SOCIETY ~ SRNA 
A Proc. 
5. 6. Reticulum cell sarcoma Ag 
fice PIED, MERING (Patient died of Hodgkin's Disease) So 
i Ellen Reiner = 
Thursday, April 17, 1958 7. Prickle cell epithelioma of the leg — $x 
PROGRAM removal and repair by plastic ig 
surgery ie 
inati i Ernest M. Rosenbaum EE 
f% So aapea er cake 8. a. Aerodecmatitis chronica atroph- Ee 
7:15-8:00 P.M, icans — amputation following ia 
SS ee Saai squamous cell carcinoma a8 
Depaeeuine (Ro 21) b. Multiple myeloma with refractory 3 
f ° 8:00-8:30 P.M. pyodermic ulcers of the legs p; 
Conrad Stritzler E = 
C. Presentation of Follow-up Cases oe SEE Fig. 3—Photograph of 
I. a. A Case for diagnosis. “SF COSANTO HON -QF MOW -B504 . . os 
(Panniculitis? Lumpus erythema- I. von Recklinghausen’s Disease the : meeting notice of 
tosus profundus?) Baer Alsshndes Fisher April, 1958, as an exam- 
- b. Amyloidosis cutis - /Nopecia mucinosa | f th ‘= 
s, ; : ; Alfred W. Kopf ple of the type of cases 
Arae EA of the 3s 6: pap sclerosus et atrophicus of presented RA: 
l e penis E Ai. 
! 2. Juvenile ona SaN b. Barber's occupational piiga HE, 
i Johan Gerb cysts of the finger webs in a he 
fc W. Kopf aaner ae Z Raw 
3. Reti m J. Orfuss Ear. 
aa nate Sy L. Polite : 4. Localized Dubring’s Disease i 
: 4. Lichen sclerosus et atrophicus of the Leurence L. Palitz Ei 
f vulva — two cases 5. Lichen planus bullosus — two cases . SA 
Airile J. oe ; limited = i oa mucosa E 
5. Hyperlipemia with eruptive xantho- Conrad Stritzler = 
AE hashed with high doses of 6. Necrobiosis lipodica (with unusual E- 
niacin lesions) E 
' Frances Pascher Victor H. Witten we 
a 
ES : . - 
: In 1946, an admission of new members cases presented. These programs, carefully — 
l 3 ; a 
instilled vigor, renewed life, and fresh en- prepared from the standpoint of stimulating ~ 
| thusiasm in the Society. Some of the new worthwhile discussions, are truly an index — 
, y 5 
k members, not young in years, brought with of the abundance of uncommon cases avail- — 
them a wealth of knowledge gained by long able for meetings. i. 
3 experience and teachmg, while others, more The benefit to the Society from the en- — 
youthful, had the advantage of excellent larged membership is clearly evident by an _ 
modern training in the basic sciences. By inspection of the published protocols during 
1947, membership increased to 50, and the past 10 years. This review shows thor- 
sources of supply of unusual cases from ough preparation of cases, many of them 
various institutions were augmented. A with classic descriptions and informative Bi 
glance at one of the monthly notices (Fig. 3) discussions by members and guests. Take, — 
immediately reveals the high quality of for instance, the patient presented with a 


ry my - 


Fig. 4.—Case presented 
on Nov. 25, 1950, as dif- 
ferential diagnosis between 
angioma serpiginosum and 
Majocchi’s disease.’ 
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Fig. 5.—Case presented 
as angiokeratoma in a 
young girl.’ The lesions 
on the soles appeared as 
tiny glistening amethysts 
set in orderly array, as in 


a priceless bracelet. 


differential diagnosis of angioma serpigi- 
nosum and Majocchi’s disease” (Fig. 4), 
the exhaustive case report of acrodermatitis 
enteropathica,*” and the instructive com- 
ments on eczematous contact sensitivity and 
azodyes cross sensitization.” Examples ot 
other striking cases are angiokeratoma ‘ in 
a young girl (Fig. 5) with the lesions on 
the soles appearing as tiny glistening ame- 
thysts set in orderly array, as in a jewelled 
bracelet, and lichen planopilaris with exe- 
getic comments.’ The trunk and extremi- 
ties of the patient were covered with pearly, 
glowing, depressed, superficial scars which 
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appeared to emit enough illumination to 
lighten a darkened room (Fig 6). 


Selected Report of Cases 


The following cases were selected because 
of their particular investigative value: 

1. Reticulum-Cell Sarcoma with Cryo- 
globulinemia,? originally manifested by cold 
urticaria and purpura. 

2. Exudative Discoid and Lichenoid 
Dermatosis with Xanthoma Following Cor- 
tisone Therapy.!® This case is important 


from the standpoint of the possible relation- 


Fig. 6—Lichen Plano- 
pilaris.” The trunk and 
extremities of the patient 
were covered with pearly, 
glowing, depressed super- 
ficial scars which ap- 
peared to emit enough 
illumination to brighten a 
darkeneel room. 
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ship of cortisone therapy to atherosclerosis 
and arteriosclerosis. 


3. Kaposi’s Sarcoma, Remission Follow- 
ing Corticotropin (ACTH) Therapy." 
This case is unusual because of the regres- 
sion of the lesions six months after the 
administration of large doses of cortico- 
tropin. 

4. Reticulum-Cell Sarcoma of the right 
leg in a 15-year-old girl.!? This case 
evolved into Hodgkin’s disease and leuke- 
mia, of which the patient died. 


5. Pigmented (Junction) Nevus of the 
Nose of a 16-year-old girl.!*3 This patient 
serves as an illustration of the vigorously 
scientific care not unmixed with warmth 
and personal interest that this and similar 
patients receive.* The patient was fre- 
quently reexamined for the least sign of 
danger of malignancy. As soon as it became 
evident that the issue was unavoidable, radi- 
cal surgery was recommended and accepted 
by the patient. In this instance the harsh 
professional judgment was tempered by the 
sympathy shown, and the patient underwent 
the mutilation with fortitude and thankful- 
ness. 


6. Malignant Melanoma of Axilla, treat- 
ed by surgery and with triethylene phos- 
phoramide.” This case illustrated the 
treatment of melanomas and of cancer in 
general with cytotoxic chemotherapy sup- 
plementing surgical procedure in the at- 
tempt to destroy escaping cells and possibly 
to prevent recurrences or metastases.!" 


The Follow-Up of Patients 


An important activity tvhich appears to 
be singular to our Society because it is a 
regular feature is the careful and method- 
ical follow-up of special cases and re-pres- 
entation at later meetings with newer data 
as to diagnosis, treatment, and results of 
special investigative procedures. One has 
only to review’ the ARCHIVES OF DERMATOL- 
ocy and observe the large percentage of 
those published protocols, many with photo- 
graphs, to realize the important role as- 
signed to them by the editor, and rightly so. 
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The following cases are selected as exam- 
ples : 

1. Hypertrophic Neurodermatitis of the 
Scrotum,'’ originally with “no evidence in 
the biopsy of prickle-cell epithelioma.” 
However, further study was pursued be- 
cause of the strong suspicion of malignancy 
on the clinical features. This patient was 
subsequently re-presented as proved Squa- 
mous-Cell Carcinoma of the Scrotum.18 





2. Follow-up on a 514-year-old boy!? = 


who was previously presented successively & 
Pyoderma?” ‘“‘Reticulum-Cell 7 
and “Molluscum Contagios- ~ 
7). He continued to have | 


as “Unusual 
Granuloma ?” 


2” (Fig. 


um: 


pyogenic infections and had several attacks ~~ 
of pneumonia. Further studies disclosed 3 
agammaglobulinemia. A younger brother of 
the patient was also found to have agamma- 


globulinemia. 


Fig. 7—Congenital agammaglobulinemia in broth- 
ers.” 
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3. Acrodermatitis Chronica Atrophicans 


= —Amputation Following Squamous-Cell 
= Carcinoma.”¢ 


4. Neurodermatitis and Prickle-Cell Epi- 


_ thelioma of the Leg! The growth was 
_removed by excision and repaired effectively 
_ by split-graft from the right thigh. 


The purpose of the re-presentation of the 


last two cases was to show the difference in 
the protedure of treatment of two analogous 
malignancies. The question in Case 3 was 


whether the patient should have been fur- 


ther treated with topical, parenteral, and 


= internal remedies in the hope that the leg 





might finally heal with newer drugs. (A leg 
E that is slow in healing is better than no leg.) 
_ A duplicate case was cited?? in which the 
Ý; -opinion of dermatologists prevailed over 
_ those of the surgeons who insisted upon 
_ amputation. The case in dispute was a large 
= tumor of squamous-cell epithelioma, which 
surrounded the left ankle and was super- 
= imposed on acrodermatitis chronica atroph- 
= icans. It was removed by plastic surgery 


$ $ and repaired successfully with full-thickness 


Eo 


= ary Xanthomatosis,?* an extremely impor- 


graft. (Such reports should also be pub- 
-~ lished in surgical journals to acquaint the | 
-= surgeons with the dermatologists’ opinion 
in similar cases.) Case 4 likewise calls at- 
= tention to the necessity of watching for 
possible malignant degeneration in long- 
4 _ Standing cases of hypertrophic neuroderma- 


i titis. 
5. Idiopathic Hyperlipemia with Second- 


_ tant case showing the fine therapeutic 


t 
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- response to nicotinic acid, U.S.P. (niacin) 
and the tolerance by the patient of very 
large doses of this drug (3 to 6 gm.) given 
p caily, although some patients had very 
severe reactions even to small doses of 
nicotinic acid. The blood cholesterol level 
in this patient dropped from a very high 


g concentration to an almost normal level. 


- rosis, 


_ Such therapy is indicated in all cases of 
BBiyperchatesserecsa to prevent coronary scle- 
and it is particularly indicated in 


4 xanthoma tuberosum multiplex with its high 
percentage of sudden’ death in the young. 
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6. Myelomatosis with Resistant Pyoder- 
mic Ulcers of Legs.”* This case is of interest 
because of the poor response of the myelo- 
matous growths to large doses of the newer 
steroids. However, the addition of 40 units 
of corticotropin daily resulted in the clearing 
of all the myelomatous nodules and in heal- 
ing of the ulcers of the left leg. This could 
reveal a facet of the effectiveness of cortico- 
tropin, which may have singular qualities 
of action or may act synergistically with 
the steroids. Worth recalling once more is 
the case of Kaposi’s sarcoma in which the 
lesions regressed six months after the ad- 
ministration of large doses of corticotropin.™ 

7. Lichen Sclerosus et Atrophicus.?> This 
case was presented mainly for a differential 
diagnosis from kraurosis vulvae, the pre- 
malignant dermatosis. Although the lesions 
of lichen sclerosus et atrophicus do not as 
a rule develop into malignant degeneration,?* 
they nevertheless may cause serious conse- 
quences, such as sclerosis of the vulva and 
a still more disturbing complication—scle- 
rosis of the urethra—which this patient 
suffered. 


Preliminary Reports | 

The presentation of the preliminary re- 
ports so frequently given by members and 
guests is an important function of the So- 
ciety. Valuable data obtained months or even 
years in advance of their publication are 
thus brought to early attention. Thirty-two 
such reports were given since Nov. 18, 1948. 
Because of the multiplicity of topics the 
following few are selected to illustrate their 
intrinsic value: 

1. The Use ot Agerite Alba in Derma- 
tology.** 

2. The Use of Gelatin Sponge, Absorb- 
able (Gelfoam) in Dermatology.*8 

3. The Side-Effects of Long-Term Cor- 
ticosteroid Therapy.”® 

4. Microanatomy of the Skin as Studied 
in Whole Mounts.*° 

5. New Phases of Human Genetics.*! 

6. Comments on the Value of Phos- 
phorus as an in Vivo Method for the 
Diagnosis 9f Malignant Melanoma2? ° 
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7. Lymphocytic Infiltration of the 
Skin. 


The Symposia 


Of immeasurable value and one of the 
outstanding activities in which the Society 
takes special pride are the symposia in 
which the scientific problems of particular 
usefulness are discussed. The scope of these 
symposia is simply overwhelming. Promi- 
nent authorities from other institutions are 
invited to participate, thus acquainting us 
with their own research. Examples are the 
symposia on lupus erythematosus,*° pigment 
and pigment tumors,*® the role of enzymes 
in dermatology,*’ and the symposium on 
sweat apparatus.** 


The Discussions 


The discussions parallel the well-worked- 
up presentations in clarity of expression and 
scientific worth. The following are ex- 
amples : 


Fig. 8.—Reticulum-cell sarcoma on the left side 
of the face and scalp of a 59-year-old woman, 
manifested as herpes zoster.“ 
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1. The scholarly comment on the patho- E 


genesis of the lymphocytomas in the case 
of lymphocytic infiltration of the fac 
The development of lymphocytomas was 
explained on the hypothesis of the disap- 
pearance of fat of the “brown primitive fat 


organs” located in the skin and in some 


other organs. The presence of “germinal 
centers,” though these centers are sparse, is 
diagnostic of lymphocytoma cutis. , 


2. Discussion of the case of reticulum-cell 
sarcoma on the side of the face and scalp : 3 
in a 59-year-old woman that appeared — 
originally upon herpes zoster * (Fig. 8). ~ 
The presenter enlarged upon the complex | 


e538 aa 





problem of transition from one member of 


the lymphoblastoma group to another. The 
changes are usually to a member of the 
group of a more serious nature. The oc- 
casional presence of two or three species 
of the lymphoblastoma in the same patient 
rests on the basis of clinical mutation, due 
to diverse potentialities of reticulum-cell dif- 
ferentiation. It is not just a coincidence but 
a logical consequence, even if not a common 
phenomenon.*? 

3. The discussion on the case of psoriatic 
erythroderma in a 12-year-old boy.” It was 
stated that prolonged exposure of the patient 
to intense dry heat did not evoke any man- 
ifestation of sensible sweating, sweat reten- 
tion, or heat stagnation such as erythema, 
fever, and itching. A philosophical disserta- 
tion was then presented on the complete 
anhidrosis which this boy revealed. 


Social Life of the Society 


A source of enjoyment and a friendly 
get-together is the yearly dinner in May. 
After food and jest, talks are given by the 
newly elected president and members pos- 
sessing special aptitudes for postprandial 
stimulation. A performance arranged weeks 
in advance by some of our own members 
gifted in satire and irony * is presented. 
Humorous slide projections lampooning 
many of those present accompany the re- 
marks (Figs. 9 and 10). 

The celebration on May 20, 1954, on the 
thirtieth anniversary df the founding of the 


‘ 163/997 








ier SS SIP SE ee Gee y ages ee eee eS ep: ka Se Ra eae 
Sae. 9 E Ce e s e DRR ape RS Pas NS ae OOO iak ? Stamey g 


EP Vins AFT 








Bews.. ae l AA 
SILVERS PIPE O&A DREAM 
ok 


oO j 
° 


Fig. 10.—Another of 
the many caricatures 
shown at the same meet- 
ing. 





Fig. 9.—Silver’s Pipe Dream, 
a caricature made by a car- 
toonist, assisted by the late Dr. 
M. Berkovsky, shown at the 
25th Anniversary dinner in 1949. 


because of the large and splendid photo- 
graphic exhibition of unusual cases. Many 
-~ of these photographs were painstakingly 
prepared.** Possibly most of these uncom- 
mon cases with their precise descriptions 
and accompanying photographs, added to 
the wealth of material accumulated since 
- then, might be selected for a voluminous 
and handsome dermatologic album to com- 
pare favorably with the Ikonographia Der- 
matologica. If there were time, energy, and 
funds, such volumes, made invaluable by 
appropriate comments, would be a perpetual 
monument to the achievements of the Bronx 
Dermatological Society. An illuminating bi- 
ography was presented by Dr. Jessner in 
1958 entitled “An Evening with Neisser.” 


More detailed biographical sketches of these 


giants in dermatology, with available photo- 
graphs, would make fascinating reading. 


Personal Evaluation 


An attempt has been made to appraise the 
various activities and accomplishments of 
the Bronx Dermatological Society, but only 
a smattering of the types of cases presented, 

_ the discussions, and the research that they 


stimulate, has been given. This report is a- 


personal tribute to those members who spare 
no effort and time to advance the Society’s 
already high scientific standard. The organ- 
ization is fortunate in having members with 
enough spirit and zeal to make every gather- 
ing a success. Those who were present at 
the meeting on the stormy and slushy night 
of Mach 20, 1957, could not help but be 
- impressed with the fine turnout of patients 
and members, because an evening at the 
Bronx Dermatological Society is not to be 
missed, each meeting being an event re- 
membered. Ours is an organization where 
even the minutes have been prepared in an 
interesting manner and read as if they were 
scientific papers. The Society has a mem- 
bership of eminent dermatologists and spe- 
cialists in the most advanced branches of 
dermatology. There are newer members 
with trained scientific backgrounds who de- 
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liver hele papers and replies to queries 4 


clearly and easily. In this association matric- 
ulates and young dermatologists obtain fur- 
ther knowledge and impetus for study and — 
research. The Society is proud of its cared ‘a 
follow-up of cases, of the preliminary 3 
ports, and of the enlightened symposia, all — 
of which confer not only national but also ~ | 
international status. A Society with mem- — 
bers who have the will and zeal to extend i3 
its scientific attainments is not just an on è 
ganization but more in the nature of : 
institution. It is truly conforming to the 
motto originally expressed at its twenty-fiftl h 
anniversary on May 19, 1949, by Dr. Hen y 
Silver, when he said, “The Bronx Derma- 
tological Society has been dynamic from its 
inception. It has not been hampered by hide- 4 
bound conservatism and has been willing to 
test out innovations. It has proceeded with 3 
the enthusiasm of youth and the restraint 
of maturity.” 


219-E. 19th St. 
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Response of Mycosis Fungoides to Teleroentgen 
Therapy. Presented by Dr. Earte W. BRAUER 
and (by invitation) DR. SEYMOUR FRIED. 


A 65-year-old white man noted an advancing, 
itchy, red eruption on the body, and extensively on 
the arms and legs, for four months prior to 
seeking treatment. 


Physical examination revealed numerous dis- 
crete and confluent, salmon-colored plaques dis- 
tributed generally over the body but with greatest 
concentration on the extremities. Several plaques 
were infiltrated. Histopathologic review of a biopsy 
specimen from a representative lesion was reported 
as “consistent with mycosis fungoides.” 


In a two-week period in September, 1959, the 
patient received nine teleroentgen ray treatments of 
50 r each to both the anterior and posterior body 
surfaces for a total dosage of 450 r (HVL 0.2 
mm. Al [2 mm, water], TSD 2 meters). 


The response to treatment has been very good 
with pronounced symptomatic improvement after 
the fourth treatment and progressive regression of 
all lesions. The lesions on the sides of the body, 
where radiation fall-off is greatest, tend to show 
a more sluggish response to the treatment. 


Discussion 


Dr. Victor H. Wirren: I hope that Dr. Brauer . 


will discuss the physical nature of teleroentgen 
therapy and will tell us his experiences with other 
patients who have been treated by this modality. 
I believe that x-radiation of softer quality than 
that of conventional dermatologic x-rays (which 
are ordinarily generated by 70 to 100 KV and have 
a half-value layer of 0.7 to 1.0 mm. Al) is the 
type of x-radiation that dermatologists should be 


using more nowadays for therapy. The more 


superficial forms of radiation actually place the 
greater part of the effective dose in those layers 
of tissue which bear the pathology of most benign 
dermatoses. The more superficial forms of radi- 
ation, such as grenz rays, and those rays of quality 
intermediate between grenz ray and conventional 
dermatologic x-ray, are far more suited for our 
purposes than c@nventional dermatologic x-rays, 
which penetrate deeper, In the case of grenz rays, 
not only is the radiation particularly superficial, 


thus sparing the deeper uninvolved tissues, but 


Submitted for publication Dec. 11, 1959, 
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experience has taught that courses of therapy | 
may be repeated many times without producing — 
sequelae of importance. eg 
Dr. Norman ORENTREICH: Radiatiom therapy, a 
such as grenz, should be tried before teleroentgen aa 
is employed. One of our patients was treated at 
the Skin and Cancer Unit with teleroentgen. She — 
received nine treatments of 50 kv., 40 ma. 450 
r, HVL Al 200u, TSD 2 meters to the whole pie tid 
surface. These treatments were given three times - 
a week for three weeks. During this period of treat- 
ment her internist noted a mild leukopenia and Perez 
formed a bone marrow examination which was _ 
read as “marrow diminishing cellularity.” He ad- | 
vised her to stop therapy and returned her to us 
for treatment. She has been adequately controlled 
for the past two years with fractional doses of — 
grenz therapy. She has been receiving treatments ie 
of 12 kv. 10 ma, 300 r, HVL Al 27, TSD ~ 
15 cm. to shieldéd EREM 3 
Dr. ABRAHAM J. Orruss: May I ask Dr. Breda” 4 a 
to explain the relationship of a HVL of 0.2 mm. S 
of Al and a HVL of 2 mm. of water? , Bs 
Dr, EARLE W. Braver: At the present time we a 
have treated approximately 40 patients with a — 
teleroentgen apparatus and technique. All but two 
of these cases fit into the lymphoblastoma group. 
Much of our material is from private sources and | 
some from distant cities and continents so that — 
the followup observations have not been of the 
best. I, therefore, draw my conclusions from 20 ee 
cases that have been followed closely. Except in = 
the tumor stage, patients with mycosis fungoides JS 
respond well. Symptomatic relief is usually evi- pe 
dent by the fourth treatment and is complete by Es ar 
the time the course of nine treatments has been FE 
administered. Objective improvement is usually Be 
evident by the fifth or sixth treatment and con- 
tinues satisfactorily even after termination of the 
course. The majority of patients tend to remain 
in remission for approximately six weeks, at which $ L 
time early signs of recurrence objectively and 
symptomatically appear. While a second course of 
treatment has been effective, it is my present in- 
tention to determine if these patients can be kept 
comfortable on small maintenance doses, such as 
two to four treatments per month. It seems to a 
me that this is in the realm of possibility and ` 
would be of decided advantage in the treatment 
of mycosis fungoides. At the present time, about oe 
six patients are being „observed and treated in Sa 
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his manner, Systemic effects have not been ob- 


“served with this method. A few patients have: 


4 ae as many as 18 to 20 treatments. 
=- Grenz radiation can be used in certain stages 
rA of mycosis fungoides. However, unless high out- 
~~ put tubes are used, the method is impractical. It 
" must be remembered that the HVL of an x-ray 
l pa - beam, particularly in the soft ranges of grenz 
4 K] radiation, increase as the target skin distance in- 
_ crease. The teleroentgen therapy used in this case 
< should not be confused with grenz radiation. 
SA I am asked a question about half-value layer, and 
3 © Iam told in an aside by Dr. Leider that the con- 
cept of half-value is not .well understood and that 
4 -= I should undertake an extended explanation. 


wig 


Bi _ The terms half-value layer (HVL) and half 
- absorption layer (HAL) are the same? This 
= terminology provides a convenient means of €x- 

a pressing the quality of ionizing radiation or de- 

gree of penetrability or “hardness or softness.” 


’ The half-value layer is determined by interpos- 
_ ing varying thicknesses of a given material, e.g., 
a aluminum, copper, lead, water, biologic tissue, wax 
= paper, cellophane, etc., between the incident beam 
= of roentgen apparatus and a suitable measuring 
while maintaining the kilovoltage, milliamperage, 
time of exposure, and distance (target to cham- 
ber) constant. When that thickness of the given 
4 Wisteria] has been determined which reduces the 
= original radiation intensity (number of roentgen 
| paper uhit time) by one half, then one has found 
‘the half value (absorption) layer, expressed in 
y thickness of the given material, for the roentgen 
g apparatus in question at the fixed factors (kv., ma., 
A oh One has actually determined an absorption 
curve in a specific material for the radiation beam 
in question. The thickness of material, which 
Eic radiation intensity by 50%, is the HVL 
a or HAL. l 
; For example, suppose a roentgen apparatus set 
at 100 kv. and 5 ma. produces 200 r per minute 
4 -at a distance of 20 cm. If it is found that by 
b, ` interposing 0.9 mm. Al between the incident beam 
E £ and the measuring device this apparatus would 
= now yield 100 r per minute, then one may say 
~ the HVL or HAL of the radiation produced by 
this apparatus at those specific settings is 0.9 mm. 
- Al. This 0.9 mm. of Al is not used as a filter 
a for treatment! It is withdrawn from that point 
~ œn. It was merely used as a means for describing 
a quality of the radiation beam under discussion. 


. 
`M 
D 
À 


cm 


~H There is nothing unusual about this methodology. 
It is like the “half-life” which designates the 
1 Š -decay rate of radioactive isotopes and stamps their 
= quality, and it is like the tracks of birds on the 
= wet beach which reveal to the experienced eye 
the size and weight of the creature that left them 
hours before. The HVL, a product of an absorp- 
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device, i.e., an ionization chamber and electrometer, | 


he: ES OF DeMaTorocy 
tion curve, is a radiation beam’s foot prints, so 
to speak. 


The value of this means of describing quality 
of radiation is that it makes possible the duplica- 
tion of beam quality by instruments of different 
design and manufacture. A recitation of the kilo- 
voltage, milliamperage, and filtration provides only 
an inadequate description of beam quality as re- 
vealed by the following description of two sepa- 
rate roentgen devices. 


Machine A Machine B 


Kv.: 108 75. 
Ma.: 4 5 
Filter, mm. Al: 0 0.75 
Distance, cm.: 20.0 20.0 
HVL, mm. Al Fe! 11 


The HVL or the beam quality, in both these 
units is the same despite major differences in con- 
trol panel settings. Machine A has, say, a con- 


-ventional glass-windowed filter while Machine B 


has a beryllium window. The window of the 
latter (beryllium) has a low atomic number which 
permits a higher output of radiation with a wide 
spectrurn. However, by proper calibration, it is 
possible to duplicate the beam quality produced 
by Machine A. This duplication is not an exact 
facsimile since the spectrum of the treatment 
beam in both machines is not identical. However, 
the average spectrum of the beams of both ma- _ 
chines is the same, and, therefore, the HVL is 
the same. Machine A produces some photons of 
energy with a shorter wave length than Machine 
B, while the latter produces some photons with 
a longer wave length than Machine A. However, 
it appears that for all practical dermatologic pur- 
poses the biologic effect of the two beams ts alike. 


Frequently,- one will see the HVL given in 


‘thickness of water. This absorber, having a density 


of 1, is quite similar to the absorbing qualities 
of living tissue (average density about 0.95). The 
beam quality of the teleroentgen apparatus we 
used which operates at a tension of 50 kv. is 
0.2 mm. of Al or 2.0 mm. of water. This is a 
factorial difference of 10. At lower tensions, 
particularly in the grenz ray range, this factorial 
difference between, aluminum and water is close 
to 15. The reason for this difference may be 
explained as follows: The roentgen ray photons 
react with an absorbing material to produce high 
speed electrons -by several mechanisms known as 
photoelectric, Compton, and pair production phe- 
nomena. At kilovoltages used in conventional super- 
ficial x-ray therapy, the pair production effect may 
be ignored. For each absorbing material there is an 
apparent linear absorption coefficient which is de- 
pendent upon the density of the material. The mass 
photo-electric coefficient decreases rapidly with in- 
crease in energy (kv.) and increases rapidly with 
the atomic number of the,absorbing material. The 
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total mass Compton coefficient falls with increase 
in energy (kv.) and is independent of the atomic 
number. (The density of water is 1 and of 
aluminum 2.7; the effective atomic number of 
water is 7.42 and of aluminum 13.) Photoelectric 
absorption alone is important up to 50 kv.; from 
60 kv. to 90 kv. the photoelectric and Compton 
absorption both are equally important. It is this 
complicated relationship of physical forces which 
accounts for the difference in HVL factors deter- 
mined at different energy levels. 

In conclusion, forsaking physics, let it be em- 
phasized that for our purposes half-value layer 
is a stamp of x-ray beam quality that foretells 
what can be expected by way of a biologic effect 
of such a beam no matter how it was produced. 


Diagnosis: Kaposi’s Sarcoma of the Face As- 
sociated with Hodgkin’s Disease. Presented 
by Dr. CONRAD StTRITZLER. 

An Italian, 59 years old, is presented with an 
eruption of the face consisting of deep purplish, 
infiltrated plaques, and nodules of varying sizes. 
There are confluent plaques on the ears. The 
eruption began about 18 months ago with a few 
scattered lesions about the nose. During the past 
few months there has appeared generalized itch- 
ing, chiefly on the trunk and extremities, weak- 





Fig. 1—Clinical aspect of lesions of Kaposi's 
Sarcoma on the face in a patient with Hodgkin's 
disease. 
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ness, and loss of about 20 lb. Recently, a few 


nodules have developed on the shoulders. 

The family history and past personal history 
are noncontributory. 

On addition to findings 
above described, there are large, nontender, rub- 


examination, in the 
bery, freely movable lymph nodes in the anterior 
and posterior cervical areas, the supraclavicular 
regions, the axillae and groin. The nodes in the 
groin are particularly large, about the size of a 
lemon, with pea to bean-sized, infiltrated, purplish- 
blue nodules surmounting them. The spleen, 
palpable 3 fingers below the left costal margin, 
is firm and nontender. A firm and nontender liver 
edge is also palpable about 2 or 3 fingers beneath 
the right costal margin. 

X-ray of the chest reveals bilateral hilar en- 
largement. The heart and lung parenchyma are 
clear. 

Urinalysis is negative and the hemogram is 
normal. 

Biopsy from a nodule on the shoulder reveals 
a relatively normal or somewhat atrophic epi- 
dermis, few or no rete ridges, with a dense 
invasion of cutis by many newly formed capil- 
laries some of which are thickened, scattered fresh 
hemorrhages, and a few areas of scattered pig- 





Fig. 2.—Clinical aspect of lesions of Kaposi’s 
sarcoma on and about the pinna of an ear in a 
patient with Hodgkin’s disease. 
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ment. Round cells, plasma cells, and histiocytes 
are present in small numbers. There appears to 
be an increase in fibrocytes. 

Biopsy from a lymph node of the neck revealed 
loss of normal architecture, scattered areas of 
fibrosis and necrosis, eosinophils, histiocytes, and 
several Sternberg-Reed cells. 

A course of x-ray therapy directed to the hilar 
lymph nodes several months ago caused some 
shrinkage but no subjective improvement. 


R Discussion 


Dr. Frances PAscHeER: Dr. Stritzler has 
presented us with a rare case. One may accept 
the diagnosis as presented. The combination of 
Kaposi’s sarcoma with Hodgkins disease is not 
unknown. In Bluefarb’s monograph on Kaposi’s 
sarcoma (Charles C Thomas, Springfield, Ill., 1957, 
p. 124), there is a list of references to such cases. 
At least one of these was verified on autopsy. 


Kaposi’s sarcoma is related to Hodgkin’s dis- - 


ease in the sense that both diseases derive from 
the same stem cell in the primitive mesenchyme 
that also gives rise to hematic (circulating) cells, 
reticuloendothelial cells, endothelial cells that line 
the blood vessels, and fibroblasts. Some observers 
regard Hodgkin’s disease and Kaposi’s sarcoma as 
malignant hyperplasias or malignant tumors of the 
reticuloendothelial system that differ principally in 
the type of cell differentiation. 


Kaposi’s sarcoma, however, is not generally in- 
cluded among the malignant lymphomas. The 


= recognized members of this family are: lymphatic 


leukemia, lymphosarcoma (lymphatic and reticulum 
cell), malignant lymphogranulomatosus (Hodgkin’s 
disease), mycosis fungoides, and giant folli- 
cular lymphadenopathy (Brill-Symmer’s disease). 
Kaposi’s sarcoma appears to be less closely related 
to the malignant lymphoma group than its other 
members are to each other. 


Dr. Jonn Gars: Kaposi’s sarcoma has been 
regarded as a malignant process of the reticuloen- 
dothelial system (Ormsby and Montgomery: Dis- 
eases of the Skin, Ed. 8, Philadelphia, Lea & 
Febiger, 1954, p. 1503). The reticulum cell, the 
basic unit of that system, with capabilities for 
mutation, explains the various manifestations of 
the lymphoblastomatous group. A significant con- 
firmation of this point of view is given in the case 
reported by Willis (Pathology of Tumors, St. 
Louis, The C. V. Mosby Company, 1948, p. 780). 
In different specimens taken from the same pa- 
tient various transitional stages between Kaposi’s 
sarcoma and Hodgkin’s disease were revealed. In- 
terestingly enough Belloni (Maladie de Kaposi a 
évolution lymphosarcomateuse, contribution a l'étude 
des mesenchymopathies hyperplastico-neoplasiques, 
Ann. dermat. et syph. 9:45-57, 1949) later reported 
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the same transition in a patient with lympho- 
blastoma and Kaposi’s sarcoma. 

In an excellent article (Leukemia or Lymphoma 
and Coexistent Primary Malignant Lesions Blood, 
12 :788-803, 1957) Moertel and Hagedorn state 
that the “picture of both Kaposi’s sarcoma and 
leukemia or lymphoma in the same patient does 
not represent a true example of multiple primary 
malignant lesions, but rather is a further extension 
of the pleomorphism of reticuloendothelial malig- 
nant disease. It is suggested that Kaposi’s sarcoma 
be included in the leukemia-lymphoma spectrum 
of malignant diseases of the reticuloendothelial 
system.” The following reports further confirm 
the coexistence of two or three members of the 
lymphoblastoma groups: Lane, C. G. and Green- 
wood, A. M. (Arch. Dermat. & Syph. 27 :643-657, 
1933) and Wile, U. S; and Stiles, F., Jr. 
(J.A.M.A. 105 :532, 1935). 

Dr. Perry M. Sacus: Cases of lymphomas in 
patients with Kaposi’s sarcoma have been de- 
scribed years ago. W. Sachs reported four cases of 
this nature, including one of his own. While 
leukemia has not been the only member of this 
group, it has been the most frequent lymphoma 
found associated with Kaposi’s sarcoma. It is 
questionable if an association or direct relationship 
exists between the two conditions. One is an 
angioblastoma (endothelioma) while the other is a 
lymphocytic or reticuloendothelial process. 


Dr. ArtHUR B. Hyman: The association of 
Kaposi’s sarcoma with the known lymphoblastomas 
is more than chance coexistence. If Kaposi’s dis- 
ease is primarily an affection of vascular endo- 
thelium then we find a common ground for this 
and the lymphoblastomas in that both would then 
be neoplastic proliferations of the reticuloendo- 
thelial system, albeit with important differences. 
It is true that Kaposi’s sarcoma may for a long 
time remain “benign,” but in late stages the 
sarcomatous nature of the lesions is clear and 
must, therefore, be regarded as malignant. 


Dr. CONRAD STRITZLER: It is interesting to note 
that in the literature on Kaposi’s sarcoma, which 
is largely written by dermatologists, a significant 
number of cases associated with Hodgkin’s dis- 
ease and other I*mphomas have been reported; 
while in the literature on Hodgkin’s disease, written 
chiefly by nondermatologists, I was unable to find 
mention of reverse association of Hodgkin’s with 
Kaposi's sarcoma. 


We have seen four patients with Kaposi’s sar- 
coma at the Kings County Hospital Center during 
the past three years, and three of them were as- 
sociated with lymphoma or allied disease: one with 
lymphosarcoma, one with lymphatic leukemia, and 
this patient with Hodgkin’s disease. 

In all caseg of Kaposi’s disease we make an 
intensive effort to search, for evidence of involve- 
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ment of the internal organs by the process of 
Kaposi’s disease. Although at autopsy such in- 
volvement is common, we have been unable to find 
definite, objective evidence of such a process clini- 
cally or by special tests in the living patient. 


Diagnosis: Idiopathic Atrophoderma of Pasini 
and Pierni. Presented by Dr. ALEXANDER A. 
FISHER. 


-A 12-year-old boy began to develop pigmented 
areas on the trunk about one year ago. The 
lesions began as brown, asymptomatic spots on the 
back to either side of the spine. 

Examination reveals a dozen discrete nickel- to 
palm-sized deep-brown patches. The margins are 
distinct but not particularly sharp or beveled. 
Some of the lesions seem to be slightly depressed 
with some exaggeration of the follicular openings. 

There are two lesions in the left sacral and 
iliac areas which show central whiteness and a 
feel of sclerosis. 


Discussion 


Dr. Henry Sitver: This type of atrophy is 
apparently not as rare as we were led to believe. 
Only a few months previously another typical 
example was presented before this Society. Ob- 
viously, all that was needed was a label for this 
affection. 

Since Pasini and Pierini classified the disease, 
we know now what it is clinically. So far as 
etiology is concerned we are not any wiser, but the 
pathology has been well established. At least we 
are not likely any more to confuse this affection 
with morphea or other types of scleroderma. To 
my mind, it is a patchy atrophy of the deep cutis 
with lesions considerably larger than seen in 
macular atrophy. 

Dr. Perry M. Sacus: This is a typical clinical 
example of this dermatosis. It should be noted 
that some of the lesions show white morphea-like 
areas. However, in our article, we concluded that 
this entity is not morphea but an atrophoderma, 
corresponding to a deep macular atrophy; the deep 
cutis is involved, not the superficial cutis. Unlike 
morphea, the atrophy frequently precedes the 
sclerotic changes. r 

Dr. Jurius H. PortocK: Djscussion to cases 
of what is now termed atrophoderma of Pasini 
and Pierini always turns up opinions that it is a 
form of scleroderma. Dr. Jessner is of that opinion 
tonight. But how can that be? This is an atrophy 
and the other is a sclerosis. Is it possible that 
there is a form of scleroderma that goes from 
sclerosis to atrophy eventuating in the picture of 
Pasini and Pierini’s atrophoderma? 

Dr. Jonn Gars: This is a typical case of 
idiopathic atrophoderma of Pasini and Pierini with 
features similar to the case presentetl by me before 
this Society on Feb. 19, 1959. These atrophodermas 


usually begin in young persons in the teens or 
twenties. The advantage of placing them in a 
separate group is that these cases are not known 
to have any constitutional involvement as do other 
forms of scleroderma. The patient can, therefore, 
be assured of the benign character of the skin 
disturbance, of its very slow progress, and of its 
reaching an eventual standstill. _ 

Dr. ALEXANDER A. FISHER: It appears to me 
that this type of atrophoderma is a distinct entity 
and differs considerably from morphea. Many per- 
sons who have been observed closely have never 
been found to show any clinical sclerosis or in- 
flammation preceding the appearance of the atrophy. 

It is true, however, that certain persons do show 
sclerosis in some of the lesions. My patient shows 
a white to ivory colored sclerosis in two of the 


lesions. Strangely enough, sometimes the sclerosis- 


seems to appear in areas which simply showed 
atrophy at first. 


Diagnosis. Acanthosis Nigricans (Juvenile 


Type). Presented by Dr. JOHN GARB. 


A boy aged 914 years was first seen six months 
ago with a history of cutaneous changes since 4 
months of age. A brother, aged 6 years, is normal. 
The parents are not consanguinously related. There 
is no history of similar skin disturbance in near 
or distant members of the family. The boy is 
alert and bright. 

Examination reveals dark gray-black papillom- 
atous and digitate excrescences densely covering 
many sites on the body. On the face the lesions 
are verrucous. On the sides and front of the 
neck they are several millimeters in length and 
soft. The axillae shows large, dark, soft con- 
voluted folds of skin. There are rough, gray- 
dark, palm-sized patches of process on the front 
and sides of the upper half of the trunk and on 
some areas in the back. The groins and popliteal 
fossae have lesions of similar nature. 

Biopsy at one year of age of a section of the 
back of the neck was interpreted by Dr. Arthur 
B. Hyman as follows: “There is a very rugose 
surface to the skin. The epidermis forms a net- 
work enclosing cross-sections of many papillae and 
most of the prickle cells show advanced perinuclear 
vacuolations. There is little pigment in the basal 
layer but in fixing and staining most pigment gets 
washed out in routine work. There is nothing 
either to confirm or deny the diagnosis of 
acanthosis nigricans.” 

The case is presented, aside from the problem 
of diagnosis and nosology, to demonstrate a 
promising therapy. The patient has been treated 
topically in several sites with several strengths 
(0.75%, 1.5%, and 3.5%) of podophyllin in several 
vehicles (petrolatum, collodion) and with vitamin 
A and D ointments. Internally, vitamin A in doses 
of 75,000 units daily has been given. Whereas, 
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Fig. 3.—Clinical appearance of acanthosis nigri- 
cans (juvenile type) on the anterior aspect of the 
trunk and in the antecubital fossae. 


formerly the areas of involvement were as de- 
scribed and developed a stench, now appreciable 
flattening has occurred and odor has been less 
appreciable. 


Discussion 


Dr. Heren O. Curta : First a word about the 
prefer the adjective “benign” to 
“Juvenile” because the absence or presence of an 
the important 
The appearance in this boy at this time 


diagnosis. I 
accompanying adenocarcinoma is 
fact. 
fulfills all criteria of benign acanthosis nigricans. 
The process began shortly after birth and has 
steady Malignant 
acanthosis nigricans, however, may affect children 
and start in a The final 
diagnosis will have to be deferred until after 
puberty, at the condition, if it is 
benign acanthosis nigricans, will become worse. 
In my last paper on acanthosis nigricans (Curth, 
H. O. and Aschner, B.: “Genetic Studies on 
Acanthosis Nigricans,’ A.M.A. ARCH. DERMAT. 
79:55-66, [Jan.] 1959), I referred to the diagnostic 
difficulties which the resemblance between benign 
acanthosis nigricans and ichthyosis hystrix pose. 
We wrote. “It is obvious that classic ichthyosis 
hystrix shows many features which distinguish it 
from classic benign acanthosis nigricans. Cases 
are found. however, representing almost every 
transitional stage between these two cléarly de- 
fined extremes. All of these dermatoses, including 
classic benign nigricans and classic 
ichthyosis hystrix, can be classified as epidermal 
nevi. Suggestive of ichthyosis hystrix are dry 
keratoses, the plantar 


shown progression since. 


may similar manner. 


which time 


acanthosis 


presence of and palmar 
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Fig. 4—Detail of 
thosis nigricans (juvenile type) in the 


clinical appearance of acan- 
axilla. 


keratoderma, improvement of the dermatosis in 
summer, histologically, a stratum 
corneum, occasional parakeratosis, and a lack of 
hyperpigmentation. The epidermis appears massive 
as compared with its thin and wavy character in 
benign acanthosis nigricans. The following clinical 


and, compact 


features are suggestive of benign acanthosis 
nigricans: a predilection for the axillas, soft 
ridges, and exacerbation of the dermatosis at 


puberty.” Although the boy has keratoderma of 
the palms I believe that the severe involvement of 
the neck and axillary folds and the relative soft- 
ness of the papillomatous lesions favors a diag- 
nosis of benign acanthosis nigricans. 


I wonder about the wisdom of the topical treat- 
this case. I believe that the 
cutaneous process will regenerate itself all the 
that a result will not be 
achieved unless one actually destroys the basal 
layer. Intervals between treatments of some length 
will show how long improvement after each ap- 
plication lasts. Even if the improvement is limited 
but is of psychological benefit to the boy, this 
painful treatment is worth while. 

Dr. ArrHuR B. Hyman: From the teaching 
point of view in particular, | the nomenclature 
adopted by Dr. Curth, and others who have 
studied the various types of acanthosis nigricans, 
is, I think, 2 confusing and unfortunate one. It 
would seem to me that ow semantic grounds, as, well 


ment applied in 


time, so permanent 
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as on pathogenetic basis, the terms should be 
revised. To make things clearer: acanthosis 
nigricans of adult life, assoeiated with malignancy, 
may for practical purposes be called “malignant 
acanthosis nigricans,” though, of course, the 
acanthosis nigricans itself is not malignant but 
only associated with malignancy. The skin changes 
may disappear if the malignancy is extirpated. The 
disease is with good reason to be attributed to 
hormonal disturbances or “toxic” effects of the 
malignancy. Now, the acanthosis nigricans that 
may occur at puberty or upon sudden weight in- 
crease without malignancy, is similarly likely to be 
due to hormonal disturbance. This might, there- 
fore, be called “benign acanthosis nigricans.” On 
the other hand the acanthosis nigricans-like lesions 
seen in early life are indistinguishable from, in 
fact they actually may be forms of, ichythyosis. 
I, therefore, consider it correct to call such cases 
pseudoacanthosis nigricans. They are of nevoid 
etiology, not essentially hormonal. The discussion 
is not merely a matter of words. Clarification 
leads to better intercommunication, and expresses 
views of etiology more truly. 

Dr. Heren O. CurtH: I have discussed the 
nomenclature of acanthosis nigricans with Dr. 
Arthur B. Hyman on previous occasions. Histori- 
cally, the term benign acanthosis nigricans was 
applied to the type of change presented by the 
patient tonight before the significance of obesity 
for other cases of acanthosis nigricans, which also 
were not associated with cancer, was recognized. 
Since we do not use the term nevoid in connection 


with ichthyosis I do not see why a new term 


nevoid acanthosis nigricans should be coined. Be- 
sides, the beginning of benign acanthosis nigricans, 
the type which may resemble ichthyosis hystrix, 
is not always in early life as Dr. Hyman stated 
but may be as late as puberty. The other type 
of acanthosis nigricans not associated with cancer 
was called pseudoacanthosis nigricans because it is 
not a genodermatosis but is due to obesity, an 
environmental factor, and is reversible, which 
benign acanthosis nigricans is not. 

Dr. Jonn Garg: I have Dr. Helen Curth to 
thank for the opportunity to treat this boy. My 
main reason for presenting himeat this time is to 
show him in his present condition. I hope to 
represent him in six to twelve months, when I 
anticipate he will be much more improved with the 
treatment instituted. 

This boy has already shown considerable regres- 


-sion of the lesions although occlusive dressings on 


the neck, lip, and chin have been applied only 
during the night. , Podophyllin salve is the basic 
drug to which I attribute the improvement. Fer- 
ments, such as 10% pancreatin salve, I believe also 
have some added effect on resolving these growths. 
Other ferments are being tried on "small squares 
in the axillae. . 
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In answer to Dr. Hyman I wish to state that 
saline baths, ointments with sodium chloride i a 
vitamin By in large doses daily have already been ae 
used without any appreciable results. As a matter i i 
of fact sea bathing aggravated his skin. h % 


Diagnosis: Granuloma Annulare? Sarcoid? Pre- 7 4 
sented by Dr. Ernst M. ROSENBAUM and (bys: | 
invitation) Dr. JAMes R. ROTCHFORD. 


An ll-year-old Mongoloid girl has had a ge 
localized papulovesicular eruption which first ap- p 
peared on the right forearm two and one half ` 
years ago and later spread to the left forearm and 
anterior aspects of both legs. The lesions are — 
somewhat violaceous and have an oval shape he 
these areas. In the past few months the lesions | 
on the lower extremities have disappeared. Bb 

Of laboratory studies that are significant, tuber- ws 
culin tests were negative to dilutions of 1:10. Two of 
biopsies were interpreted as tuberctiloid in struc- 
ture but more in the nature of granuloma annulare: a 


than classical tuberculoderm. . os 
Discussion 7 
Dr. Atrrep W. Korr: Clinically, the lesions — a 


resemble xanthomas because of their yellowish-red À 
hue and grouped nodular arrangement. A sig- y 
nificant finding which should be added to the — 4 


history is that this patient has symptoms of ~ 
diabetes insipidus. This may indicate pituitary in- A. 
volvement, such as is seen in Hand-Schiiller- 


Christian disease. 
Dr. ArtHUR B. Hyman: This most interesting — 
eruption is histologically neither granuloma an- RE- 
nulare nor sarcoid. There are mixed aggregates of age 
epitheloid and lymphocytic elements, without the ~~ 
structure of tubercules. But more strikingly there —~ 
are a few areas in the uppermost cutis with sharply — 7: 
defined zones affected by clefts, due to cholestrol, 
or other crystalline substance. Is it possible that 
this Mongol child is scratching grains of foreign ; 
material into the skin? The yellow color of the is 
lesions, the unusual granulomatous infiltrate and 3a 
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the possibility of this being a mild form of histio- ©” 
> = . è Ji 
cytosis-X, of the Letterer-Siwe variety or on the “ae 


way to Hand-Schuller-Christian disease. 
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Dr. G. K. SreicLeper (by invitation): I agree 
with Dr. Hyman and Dr. Kopf that this could be tE, 
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an atypical form of Hand-Schüller-Christian dis- 
ease. Some of the connective tissue cells are. ~ 
atypical and remind me of Hodgkin cells. There- ‘ie ae 


fore, I think we should also consider a rare variety S8 
of Hodgkin’s disease, the so-called xanthomatous = 
lymphogranulomatosis of Letterer, but not identical 
with the Letterer-Siwe disease. According to Eo 
Fresen (Ergebn. inn. Med. u. Kinderh. 9:57-70, 
1958) only 14 cases of xanthomatous Avlaohor 
granulomatosis had been reported by 1956. This Ear 


z2 : 

case could be another. » ce. 
ye f 

k ka 

3 173/1007 “2 

3 . ee 

> ae) 

* es 


HET LR hae 
e 


a 


_ 


~ 


Pas on ie ce 


a 





RA 
k - 
hs 


rk 


or nee hit ee 


ATA S IR 


FER IIS 
b. : 


È vh T 
i ; > 
St ae SE eae 
; Md a$ 


AN P > 
vai of 3 
l baia 


oe EY 


Dr. Davin Broom: I favor the diagnosis of 
granuloma annulare. It may be of interest to you, 
af you do not know it, that recently it has been 
established that in Mongolian idiocy, from which 
this child suffers, the number of chromosomes in 
the cells of the body is not 46 but 47. This, of 
course, has nothing to do with the dermatosis. 

Dr. Perry M. Sacus: Clinically, I should con- 
sider a xanthomatous process, but the suggestion 
of grouped epithelioid cells in the section makes 
me consider a tuberculid. The microscopic find- 
ings are.not those of granuloma annulare. 


Dr. James R. RorcHrorp (by invitation): 
Despite the history of large amounts of water 
drunk, the mother states the child has to go to 
the toilet less often than usual. This is not in 
accord with diabetes insipidus. 


With regard to the histological section, Dr. 
Charles Sims; who examined the specimen quite 
closely, commented that the so-called clefts are 
probably due to intense localized edema of an in, 
flammatory nature rather than to lipid deposits. 
He noted a foci of necrosis surrounded by tuber- 
culoid structures including histiocytes and giant 
cells. If these clefts were due to lipid deposits 
one would expect to find foam cells, which are 
not present. He does not believe this is a form of 
xanthomatosis, but until fat studies are made one 
cannot definitely state there is no lipid involvement. 
We shall do the required chemical and histological 
studies. 


Case For Diagnosis. (Toxic Eruption?) Pre- 
sented by Dr. Cyrm Marcu (by invitation of 
Dr. Morrts LEIDER). 


A 45-year-old man has an eruption of five years’ 
duration. He works in a large drug manufactory 
(Pfizer) that produces ascorbic acid, palmitate, 
streptomycin, and terramycin. The patient handles 
acids and a nickel catalyser, particularly. | 

Beginning five years ago, the patient developed 
pruritic plaques on both the covered and uncovered 
parts of the body that led at various times 
to the entertainment of the following diagnoses: 
parapsoriasis, pityriasis rubra pilaris, lipoid pro- 
teinosis, contact dermatitis, atopic dermatitis, 
Trichophyton rubrum infection, Sulzberger-Garbe 
disease, and lymphoma. The cutaneous picture has 
varied over the years in a manner that can be 


guessed from the diagnoses entertained. 


The patient has perennial rhinitis with seasonal 
(ragweed) exacerbation. His eruption, however, 
shows no seasonal variation and has not been 
relieved by periods (up to 15 days) away from 
work. Recently changes have occurred in the 
axillae that are suggestive of acanthosis nigricans. 


Biopsy was read by Dr. Arthur B. Hyman on 
May 27, 1959 as “an eczematous process, possibly 
of drug origin rather than of contact etiology.” 
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Patch tests to paraphenylenediamine, formalin, 
nickel, phenol, benzocaine, mercury, the oleoresins 
of ragweed and poison ivy, streptomycin (2.5%) 
and terramycin (5%) were negative. Intradermal 
tests with 1:1,000 solutions of streptomycin and 
terramycin were negative. 

Mycologic examinations were negative. 

There was no response to the following therapeu- 
tic agents and agencies: grenz rays, conventional 
superficial x-rays, trimeprazine (Temaril), griseo- 
fulvin, sulfapyridine, propantheline (Probanthine), 
vitamin A, methyloprednisolone sodium succinate 
(Solu-Medrol), and triamcinolone. 

What is it? 


Discussion 


Dr. Frances PAscHer: The striking features of 
this case are follicular hyperkeratosis and eczemati- 
zation. The pattern and distribution of the 
hyperkeratinization, however, is not typical for any 
known entity, e.g., pityriasis rubra pilaris, keratosis 
pilaris, or lichen pilaris seu spinulosus. It is con- 
ceivable that the itching and eczematization may be 
secondary to sweat retention. Serial studies should 
be done despite the fact that visible sweating ap- 
pears to be normal. Dr. Herrmann and I have 
made a study of sweat disturbances and cutaneous 
sequelae associated with follicular hyperkeratosis 
and have found poral involvement in most in- 
stances. I wonder if he would like to comment on 
this case. 

Dr. Franz HERRMANN: Upon special question- 
ing of the patient I could not obtain any indication 
that sweat retention plays a major role in his 
condition. He never observed any seasonal dif- 
ference. The pronounced urticarial component 
seems to deserve mentioning. I strongly suspect a 
form of lymphoblastoma. 

Dr. ABRAHAM J. Orruss: Because of the in- 
tense pruritus, chronicity, lichenoid papulations, 
eczematous lesions, bouts of urticaria and sym- 
metrical distribution of the lesions, I should 
strongly suggest the diagnosis of Sulzberger- 
Garbe syndrome. This suggestion is made despite 
the absence of a penile lesion. We have.seen this 
happen in similar cases of this type. 

Dr. ArrHUR B. Hyman: The polymorphous 
lesions, with wheals, should limit to some extent, 
the number of probable conditions this may be. 
There are neither lichenoid nor discoid nor exuda- 
tive lesions, nor are penile lesions present, so that 
I should not offer the Sulzberger-Garbe complex 
as a diagnosis. Duhring’s disease should be con- - 
sidered. Chronic urticaria, with constant itching, 
scratching and rubbing, might produce a picture 
such as we see tonight. 

Dr. Earte W. Brauer: Although this patient 
has received grenz radiation in the past, I believe 
he would make an ideal subject for teleroentgen 
therapy. a y . 
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Dr. ALFRED W. Korf: This patient has lesions 
in the axillae suggestive of acanthosis nigricans. 
With the combination of a bizzare generalized 
pruritic eruption and these lesions in the axillae 
one should consider strongly an underlying internal 
malignancy. 

Dr. Max Wo tr: Most of the follicular papules 
around the axillary folds present very finé spinous 
processes at their tips. These changes are often 
found in cases of pityriasis rubra pilaris. 

Dr. ALEXANDER A. FISHER: I have no diagnosis 
- to offer in this case. However, I should like to 
comment on Dr. Hyman’s suggestion of “some type 
of cholinergic urticaria.” As a rule, in cholinergic 
urticaria one sees tiny wheals with a large flare. 
The patients with cholinergic urticaria do not 
scratch much, and I have never seen a superim- 
posed eczematous eruption upon cholinergic 
urticaria. 

Dr. HELEN O. CurtH: The elevated changes 
in the axillae bear watching; on the right nipple 
keratotic changes seem to develop, which Dr. 
March, however, believes may represent some dirt. 
It is not inconceivable that, on the other hand, the 
profuse sweating in the axillae of this patient has 
been instrumental in producing the hypertrophic 
changes. Mycosis fungoides does not occur in as- 
sociation with malignant acanthosis nigricans. 

Dr. Cyr Marcu (by invitation): I wish to 
thank the discussers for their suggestions. A 
number of diagnoses mentioned have been enter- 
tained in the past, but the following points speak 
against them: the patient perspires profusely when 
warm, but he is not more comfortable when the 
weather is cool. Probanthine in adequate dosage 
had no effect. Triamcinolone, up to 24 mg. daily 
for two weeks, gave only slight symptomatic relief 
and caused no change in thé skin lesions, Solu- 
Medrol, 80 mg. intravenously in one day, did not 
help. Grenz rays, 600 r (354 Al HVL) to one-half 
of the body, and x-rays 150 r (0.9 cm. Al HVL) 
to one leg gave no relief. The patient was tested 
to his environmental allergens (including nickel, 
streptomycin, and terramycin both by patch and 
intradermally) with uniformly negative results. 

I plan to have the patient examined for internal 
malignancy (more particularly*the gastrointestinal 
tract), but I think that the diagriosis will eventually 
turn out to be mycosis fungoides. 


Diagnosis: Ragweed Dermatitis (in a Cemetery 
Worker). Presented by Dr. CONRAD STRITZLER. 
A cemetery worker, aged 64 years, has had an 

eruption on the face, neck, forearms, wrists, and 

ankles since 1945. He has worked as a bulldozer 
operator in a cemetery for more than 20 years. 

The eruption began in August, 1945, about the eye- 

lids and antecubital areas, soon involving the face 

and neck, wrists and ankles. It cleared, spontane- 
oifsly late in October, and for several years reg- 
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ularly flared in August and subsided late irt 
October or early in November. Since 1953 it began 
earlier in the summer and subsided later in the 
fall and in recent years has been present with vary- 
ing severity all through the year. 

There is no history of eczema, asthma, or hay 
fever in himself or his family. Other than his skin 
condition, his health has been excellent. At irreg- 
ular periods since the onset of the dermatitis he 
has had recurrent crops of boils. 

Examination when first seen in 1953 revealed a 
poorly defined, lichenified, patchy dermatitis in- . 
volving the eyelids, neck, axillary folds, antecubital 
fossae, forearms, wrists, and ankles. | 

A series of scratch tests with various foods and 
inhalants were all negative. Patch tests with com- 
mon contactants were all negative except turpentine 
and pyrethrum. He denied contact with these aller- 
gens. Open patch tests with plant oleoresins gave 
a positive reaction to ragweed, chrysanthemum, 
sneezeweeds, and marsh elder. G. 

The Trafuril test was negative, i.e., there was no 
whealing following massage of the flexor aspect 
of the forearm with Trafuril ointment. 

Oral hyposensitization with oleoresin of rag- 
weed was begun in October, 1953. Improvement 
was slow. An attempt to control the eruption with 
prednisone and corticotropin (ACTH) proved in- 
effective. He has been on continuous therapy with 
ragweed oleoresin orally since 1953. There have 
been mild to moderate flares during the late summer 
and fall, and during one season, 1957, he remained 
completely clear. Generally, there has been about 
75% improvement, For a period during 1957 patch 
tests to ragweed oleoresin were negative, but this 
period of negative reactivity lasted only a few 
weeks. The negative reaction was not caused by an 
inactive antigen, since the same antigen provoked 
a positive reaction later. The addition of oral 
therapy with oleoresin of sneezeweed and marsh 
elder for several months did not alter the clinical 
response. 

A recent biopsy was reported as follows by Dr. 
Arthur B. Hyman: “The epidermis shows mild 
irregular acanthosis. The basal margin is intact. 
The upper cutis vessels are surrounded by sub- 
stantial cuffs of banal inflammatory cells with 
edema.” 


Diagnosis: Ragweed Dermatitis (in a Cemetery 
Worker). Presented by Dr. CONRAD STRITZLER. 
A cemetery worker, aged 65 years, has had a 

severe, generalized, pruritic eruption since August, 

1956. During that year and in the following two 

years the eruption began in August and cleared 

spontaneously late in October. This year the erup- 
tion began at the end of April, after he returned 
from a two-week vacation, and rapidly spread to 
involve the face, neck, trunk, and extremities evolv- 
ing into a severe lichenifed, fissured, and excoriated _ 
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Fig. 5.—Clinical aspect of ragweed dermatitis on 


the face. 


dermatitis. Lichenification is most prominent on 
the face, giving it a leathery appearance, On the 
trunk the eruption is more inflammatory and 
erythematous. 

He stayed away from work for one week, during 


“which he rapidly improved on triamcinalone, 4 mg. 


q.i.d. Patch tests were positive to ragweed, chrysan- 


- themum, turpentine, and pyrethrum and negative to 


several other oleoresins and contactants of other 
types. The Trafuril test was negative. 

- He flared violently a few days after returning to 
work. Continued triamcinalone therapy relieved the 
itch somewhat, but there has been no more objective 
improvement. Oral hyposensitization with ragweed 


= oleoresin was begun July 10, 1959. There has been 
no response to date. 


A recent biopsy was reported as follows by Dr. 


< Arthur Hyman: “The epidermis shows mild irreg- 


ular acanthosis with foci of spongiosis and exocy- 
tosis. The upper cutis shows scattered and 
perivascular infiltrate of small round cells, some 
increase of fibroblastic elements and extravasation 
of red blood cells.” 


Discussion 


Dr. ALEXANDER A. FisHer: Ragweed dermatitis 
may be acquired by actually touching the plant 
or, as is more usual, by ‘coming in contact with 
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airborne pollen which contains a great deal of 
oleoresin besides the aqueous protein faction. In 
cemetery workers such an event is, of course, 
compensable. The treatment in one case by the 
oral hyposensitization method has been very suc- 
cessful. Dr. Stritzler has pointed out that a strongly 
positive patch test in the person has become only 


weakly positive. In my experience, ragweed derma- 


titis, if not treated, persists for years and does nat 
clear spontaneously. This is one of the few types 
of contact dermatitis in which hyposensitizing pro- 
cedures are of great value. l 


Recently Jillson (Problems of Contact Derma- 
titis in Atopic Individuals, Ann. Allergy 17:215 
[March-April] 1959), has stated that ragweed oil 
contact dermatitis is found almost exclusively in 
atopic persons. This is at variance with my find- 
ings. In a series of 18 ragweed cases that I have 
studied (Fisher, A. A.: Some Immunologic Phe- 
nomena in Treatment of and Patch Testing for 
Ragweed Oil Dermatitis, J. Invest. Dermat. 19: 
271-279 [Oct.] 1952) only one was an atopic per- 
son. The person who has ragweed rhinitis or 
asthma is sensitive to the aqueous protein fraction 
of ragweed plant. Anyone, atopic or not, may be- 
come allergic to the oleoresin (oil soluble) fraction 
of the plant. : 


Dr. Stritzler mentioned the use of Trafuril oint- 
ment in testing these patients. He emphasized the 


` lack of a wheal in his cases. Actually, the presence 


or absence of an erythematous flare is the impor- 
tant finding. Many atopic persons do not show an 
erythematous flare after inunction of the Trafuril. 
Instead, there is often a blanching of the skin. 
However, this is by no means constant. 


Dr. Morrts Lemer: These are cases of allergic 
eczematous contact dermatitis caused by an eczema- 
togenic allergen in or on ragweed pollen. Their 
clinical and histologic phenomena and their al- 
lergic mechanism is no different from those of 
allergic eczematous contact dermatitis caused by 
the catechols of poison ivy, nickel Salts, mercurials, 
paraphenylenediamine, the allergens in nail polish, 
or lipstick, ete. 


cutaneous atopic expressions 
is sad—and seemingly ineradicable. The cutaneous 
atopic expression* is a consequence of edema 
(whealing) in the cutis; the cutaneous expression 
of allergic eczematous contact dermatitis is the 
result of epidermal cellular injury. Atopic persons 


The confusion with 


can become sensitized to the protein fraction of 


ragweed (and other) pollen wherewith they will 
show rhinitis and/or asthma but no cutaneous le- 
sions. Nonatopic persons cannot become sensitive to 
the protein fraction of ragweed (or other) pollen 
in the natural course of things, nor by any arti- 
fice. Both atopig and nonatopic persons can become 
sensitive to the oleoresin of ragweed (or other) 
pollen wherewith they both will show allergic 
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eczematous contact dermatitis. The simple lesson 
to be derived from all of this is that atopic persons 
live under a double allergic jeopardy. They can 
develop both atopic and nonatopic varieties of 
allergization. Nonatopic persons have but the one 
hazard that results only in the nonatopic varieties 
of allergization. When an atopic person develops 
a nonatopic variety of allergization, he is merely 
reacting like ordinary mortals and this reaction has 
nothing to do with his special biologic habitus with 
respect to allergic potential. 

I do not believe that oral hyposensitization with 
ragweed oleoresins works—no more than oral 
hyposensitization with poison ivy extracts or their 
catechol equivalents works. In the case of allergic 
eczematous contact dermatitis caused by other 
eczematogenic allergens, e.g., nickel, mercury, para- 
phenylenediamine, no one claims graded exhibtion 
of those allergens hyposensitizes. If anything they 
hypersensitize. I think what happens is that in the 
course of a long administration of allergens— 
years in the cases of dermatitides caused by plant 
elements—some patients sometimes come to “harden- 
ing.” And what is “hardening?” I suspect it is the 
development of hyperkeratosis which prevents entry 
of allergen in much the same manner as the thicker 
stratum corneum of palms and soles prevents entry 
of allergens and consequent dermatitis of those 
areas. 

A last point, I think the habit of speaking of 
ragweed dermatitis, lipstick dermatitis, nail polish 
dermatitis, toilet seat dermatitis, etc, is pernicious. 
The emphasis is then upon the source of the 
allergen not the mechanism and the clinical event. 
The better titles in order to convey the mecha- 
nism and clinical event common to all of them 
is allergic eczematous contact dermatitis caused 
anes) AA ee es 
Dr. CONRAD STRITZLER: These patients were pre- 
sented to suggest that ragweed dermatitis consti- 
tutes a significant occupational hazard in cemetery 
workers and to bring up for discussion the rela- 
tion—or lack of relation—of this disease to atopic 
dermatitis, as suggested by Lobitz and his asso- 
ciates. 

Scratch tests for foods and inhalants were nega- 
tive in both; there was no History of atopy in 
either; and biopsy did not reveal any histologic 
changes suggestive of atopic dermatitis, although 
they were taken from areas of typical involvement. 

There was no reaction to the Trafuril test in 
either. This test usually produces a paradoxical 
response, 1.e., blanching instead of erythema, at the 
site of inunction, in a patient with atopic dermatitis. 


Diagnosis: Systematized Verrucous Nevus of 
Widespread Distribution. Presented by Dr. 
JOHN GARB. 


A 24-year-old boy was first seen one month ago. 
Af birth he is said to have had scratch-like lesions 


on the sides of the trunk, legs, and ears. At 5 
months small pearl-like matchhead-sized growths 
appeared on the knees and other areas. For the past 
year the lesions looked like they are at present, 
namely, generalized symmetric growths in various 
configurations on the trunk, extensor surfaces of 
the limbs, face, and ears. Most of the excrescences 
are in patches of dull-reddish color, slightly raised 
and flattened. On many areas, such as the shoulders 
and knees, the lesions are considerably thickened, 
raised to several millimeters, gradually diminishing 
in thickness from the center to sloping edges. There 
are no symptoms. The child also shows a splitting 
of the central incisors and a webbing of the third 
and fourth right toes, 

The entire left upper extremity was treated three 
weeks ago with W% podophyllin ointment under 
an occlusive dressing. One week later some of the 
lesions showed signs of regression, especially on 
the lower third of the extensor surface of the arm 
and wrist. Then the thick verrucous growths on 
the shoulder and back of the neck were treated 
with a combination of two proteolytic enzymes 





Fig. 6.—Clinical aspect of a case of systematized 
verrucous nevus. 
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e (fibrinolysin and deoxyribonuclease [Elase, Parke 
Davis & Company] ). Again in one week the verru- 
cous growths to which the enzymes had been ap- 
plied showed considerable softening and seeming 
resolution of sorts. A combination of these enzymes 
with 14% podophyllin is now going to be tried. 


Discussion 


Dr. Joun Gars: This child is a wonderful pa- 
tient. He cooperates fully, lets me apply the salves 
under the occlusive dressings, and permits them 
to act for a week without complaint. I am present- 
ing him at this early stage of treatment and will 
re-present him in a few months from now when 
I expect he will show considerable regression of 
the process. 


Diagnosis: Familial Alopecia Areata. Presented 
by Dr. HELEN O. CURTH. 

Three cases of alopecia areata in a single family 
are presented. The afflicted members are the father, 
a man of 32 years, and two daughters, aged 10 
and 8 years. 

In the family background the following facts 
seem significant: The father’s father began to 
lose his scalp hair at the age of 27 years but not in 
spots and now at the age of 65 is bald. The paternal 
uncles, now 72 and 55 years old respectively, have 
been both bald since the age of 30. An aunt of 60 
is not bald. Several children of these uncles and 
the aunt and some brothers of the father and some 
of their children lost their hair at early ages. 


The father of the presented group was com- 
pletely bald at the age of 7 but enjoyed spontaneous 
regrowth at 15. At the moment his head is satis- 
factorily covered although he is beginning to show 
baldness at the frontal hairline. 


Fig. 7—Familial alo- 
pecia areata. Front row: 
The unaffected twin 
daughters, the unaffected 
son. Second row: The 
affected oldest daughter, 
the affected younger 
daughter, the father who 
had alopecia areata in 
childhood but now shows 
merely a receding frontal 
hairline. 
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The oldest daughter, who is now 10 years old, 
started to lose her hair in spots at the age of 5 
and was completely bald at the age of 8. The 
eyebrows, but not the eyelashes, were gone. The 
fingernails, but not the toenails, are stippled. At 
the present time the hair of the scalp is regrown 
except for three small areas, which are still com- 
ing in. 

The 8-year-old daughter began to lose her hair 
in spots at the age of 6 and showed throughout 
the scalp several sharply circumscribed areas with 
complete loss of hair, She also has stippled finger- 
nails. At the present time she still has a bald spot 
at the back of the scalp. 

The mother of the family, another male child, 
and twin girls are not affected. 


The two affected children have been treated with 
topically applied thorium X, which seems to have 
been effective in the older girl and is promising 
in the younger. 


Discussion 


Dr. Davip BLoom: In 1948 I presented at the 
Manhattan Dermatological Society two cases of 
this sort, one in two sisters and one in a mother 
and daughter. Although there are numerous cases 
of alopecia areata which occurred in several mem- 
bers of the family, and which indicate dominant 
inheritance, there are many more cases which are 
not familial. One must assume that there are genetic 
and nongenetic cases both of which have the same, 
unknown etiologic factor. 


Dr. NORMAN ORENTREICH: The high familial in- 
cidence of alopecia areata is supported by the find- 
ings of a 20% such incidence among the patients 
at the Hair Clinic of the Skin and Cancer Unit. 
At present intralesional injection of appropriate 





SOCIETY TRANSACTIONS 


corticosteriods is the most satisfactory method for 
regrowing hair in the areate form of alopecia. 

Dr. Irvine D. ExRENFELD: I think it worth 
pointing out an interesting detail in the history of 
baldness which the father of the group gives. When 
he was about 7 years old, he became totally bald 
and remained so in spite of various treatments 
given by physicians. At the age of 15, he was 
taken to a barber who massaged the scalp with 
some topical application following which the hair 
regrew. While it would be interesting to know 
what was used and while one may wonder whether 
it had to do with the regrowth, the fact of possi- 
bility of regrowth after many years—for whatever 
reason—is somewhat comforting. 

Dr. Earte W. Brauer: I realize that Dr. Curth 
has not presented the young patients to demonstrate 
the response of alopecia areata to thorium X. This 
form of treatment has been used for many years 
in Europe as well as in the United States and is 
amply described in the literature. I should like to 
suggest, however, that applications of thorium X 
should not be made more frequently than every 
four or five weeks. The only time I have ob- 
served undesirable sequelae from the use of tho- 
rium X has been in isolated instances where 
frequency of treatment has been at intervals shorter 
than four weeks. 


BRONX DERMATOLOGICAL SOCIETY 
Nov. 19, 1959 


Diagnosis: Lichen Myxedematosus? Granuloma 
Annulare? Presented by Dr. CONRAD STRITZLER. 


A 69-year-old housewife is presented with an 
eruption consisting of firm, pea-sized, skin-colored 
papules on a purpuric background, grouped about 
the axillary folds, antecubital areas, elbows, wrists, 
thighs, and legs. They were first noticed a year 
ago and new lesions have kept appearing since. 

The right breast was removed because of a 
tumor of unknown type 20 years ago. In 1943, she 
had a “nervous breakdown” and was confined to 
an institution for three months, She has had par- 
kinsonism for several years. 

She has taken the following medications : Carter’s 
Little Liver pills, one weekly for several months; 
aspirin, two-four tablets daily, for headache, for 
about 114 years; Grove’s Laxative and Bromo- 
quinine, occasionally for a cold; Miltown, 400 mg. 
2-4 times daily, for about a year. She is known to 
be allergic to penicillin. 

The thyroid gland is not enlarged; there is no 
significant adenopathy, and no ergan edges are 


‘Submitted for publication Jan. 13, 1960. 


Dr. HELEN O. CurtH: This family was pre- 
sented for several reasons. One was that several 
male members of this family suffered from pre- 
mature baldness. The father had an attack of 
alopecia areata in childhood. He and his two oldest 


girls show diffuse alopecia areata; the girls also AA 


show stippling of the nails. While premature bald- 
ness in this family was sex-limited and affected 
males only, alopecia areata was dominantly in- 


herited and affected males and females. Stippling $ 


of the nails denotes that we are dealing in these 


cases of alopecia areata with a generalized disorder 


of the cutaneous appendages. 


Dr. 
application of thorium X which caused the hair 


to grow back. He treated only half of the scalp 


with thorium X and left the other half untreated 
and only the treated part grew hair. However, he 


did not obtain results in all cases of alopecia areata 


that he treated with this technique. 


Case for Diagnosis: Poikiloderma? Mycosis Fungoides? 
Presented by Dr. Jutius H. PoLLOCK. 


Diagnosis: Prurigo Nodularis. Presented by Dr. Ernst 


Ros—eNBAUM and Dr. FRANK Krasner (by invitation). 
Diagnosis: Boeck’s Sarcoid. Presented by Dr. Max Wo tr. 


Diagnosis: Lupus Miliaris Disseminatus Faciei. Presented 
by Dr. ApraHam J. OrFuss. 


palpable. The hemoglobin is 60% (10 gm.), but 
the blood count is otherwise normal. A positive 
Rumpel-Leeds test was elicited on several occa- 
sions. Urinalysis was negative. A protein bound 
iodine test was normal. 


Biopsy was reported as follows by Dr. Arthur 
Hyman: “The epidermis is not remarkable. The 
cutis shows perivascular foci of banal infiltrate. 
The collagen and the elastica appear fragmented, 
and the latter is basophilic. Much interstitial edema 
is seen. There is no evidence of lymphoma. I 
would be inclined toward a thyroid study.” 


There has been no response to the discontinuance 
of all medication, and to the use of vitamin K. 


Discussion 


Dr. ARTHUR B. HYMAN: This case shows three 
kinds of clinical lesions: those on the forearm are 
ringed arrangements of smooth papules which if 


seen alone would be diagnosed by all of us as 


granuloma annulare. The reticulate pink lesions of 
the medial aspect of the arm are less typical, but, 
nevertheless, with our. increasing recognition of 
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1 atypical granuloma could also be accepted as such. 
RA - The nodular, almost tense, cyst-like lesions of the 
k volar aspects of the wrists are more difficult. Dr. 
is _ Henry Silver has told us that such lesions have 
been described and reported as granuloma annu- 
_lare by reliable dermatologists. In view of these 
- facts, and, with some imagination, it is not too 
- difficult to read granuloma annulare into the sec- 
4 tions. There are suspicions of epithelioid streaks, 
a of granular fragmentation, and even of palisading. 

The more I think of the case the more I am con- 

vinced of the correctness of this opinion. Further 

~ study of the sections of specimens from all three 

4 areas shows definite granuloma annulare; in the 

i nodular lesion the pathologic process is deep and 

large, and remarkably circumscribed. 

a Dr. AtFrep W. Korf: This patient does not 

=œ exhibit the usual picture of lichen myxedematosus, 

AA and I believe the diagnosis is granuloma annulare 
= with some unusual nodular lesions. In lichen myx- 

SAA edematosus there is an induration of the skin 

E resembling solid “edma” associated with erythema 

q polly of the face and shoulders, which later on 

B _ may become universal.’ This leathery thickening of 

ee. the skin may result in leonine facies. Preceding or 

a concurrent with this change in the skin is the 
appearance of numerous closely set, discrete, or at 
-times confluent, 1 to 3 mm., dome-shaped, yellow- 
Eion, waxy, lichenoid papules which complete 
the clinical picture. (Jessner and Kopf: A.M.A. 
_ ArcH. Dermat. 73:623, 1956). These features are 
» lacking in this patient. However, as Dalton and 

Seidell (4.M.A. Arch. Dermat. & Syph. 67 :194- 
209, 1953) have pointed out several types of skin 
lesions can occur in patients with papular mucino- 

a sis, and this patient could conceivably have an 

4 unusual variant of this condition. 

a Dr. Henry Sitver: The most likely diagnosis 
in this case is granuloma annulare. It is indicated 
by the firm, ivory-colored papules and arciform 

arrangement of the lesion on the dorsa of hands 

a A and forearms. This type of lesion—not commonly 
~ seen—has been described years ago by Arndt. 

a Dr. Conrad STRITZLER: At this moment I think 
` I shall have to enlarge my concept of granuloma 

Bi, -annulare to encompass this patient. The soft 

a _ papules on the forearm fit in with this diagnosis, 
- but do the purpuric and telangiectatic, symmetrical- 
ty distributed patches on the axillary folds and 

9: _ thighs conform with this concept? What about the 
 bean-sized, translucent papules, or nodules on the 
| wrists? I shall take a biopsy specimen from each 
of these three areas and we shall see if the diag- 

A x nosis will then be clear. 

E ~ Addendum: Biopsy specimens were later taken 

. from a telangietatic area; a soft papule on the 

aa forearm; and a larger translucent nodule on the 

a wrist, and all three showed areas of necrobiosis 
ag high in the corium surrounded by palisaded spindle 
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A. M. A. ARCHIVES OF DERMATOLOGY 


veils confirming the diagnosis of granuloma an- 
nulare. 


Diagnosis: Larva Migrans: The Results of 
Various Forms of Treatment. Presented by 
Dr. ALEXANDER A. FISHER. 


A 23-year-old woman returned from a vacation 
in Florida with an eruption on the feet, buttocks, 
back, and chest. The eruption on the feet became 
secondarily infected, and she had to be hospitalized 
for cellulitis and lymphangitis. When seen by me 
about six weeks ago, the patient’ had nine separate 
and active lesions of larva migrans in the form 
of superficial, arciform, slightly elevated, palpable, 
thread-like migrating burrows on the soles and 
dorsum of the feet, the buttocks, chest, and back. 
She told me that when the serpentine channels were 
quiescent she was comfortable but that when a 
further creep occurred she had chills and a slight 
increase in temperature. 

The patient was treated by various methods as 
follows: 

1. Oral administration of chloroquine (Aralen) 
250 mg. twice daily for one week (see South. M.J. 
49 :1290-1292 [Nov.] 1956). This treatment was 
instituted because the lesions were acutely inflamed 
when first seen, and it was thought best to avoid 
local treatment. This method of treatment did not 
seem effective, since the larvae continued to migrate 
at the end of a week of treatment. 

2. Spraying with ethyl chloride until deep freez- 
ing of the skin occurred. This method of treatment 
caused the itching to stop and the larvae to cease 
moving only for a day or so but did not prevent 
further migration and activity. 

3. Spraying with fluoro-ethyl gave results com- 
parable to that with ethyl chloride. 

4. Inunction with tetetrahydro-furfuryl nicotinic 
acid ester (Trafuril, Ciba). (See A.M.A. ARCH. 
DeERMAT. 79:161-247 [eb.] 1959). This method of 
treatment also effectively stopped itching but not 
the movement of the larvae. 

5. The application of solid carbon dioxide with 
sufficient pressure to cause bulla formation proved 
lethal to the larvae and brought about cure. 

_ The reportedly successful method of Arthur and 
Shelly (intradermal injection of crystalline, lyophil- 
ized trypsin (see AtM.A. ArcH. DeRMAT. 78:186- 
[Aug.] 1958) was not tried. 


Discussion 


Dr. Juttus H. PortocKk: Several years ago I 
had to wrestle with a case of massive infestation 
with larvae of ancylostoma in a plurgber who picked 
them up while working on construction in Florida. 
(See discussion to another case of the same sort 
A.M.A. Arch. Dermat. & Syph. 63:647, 1951.) 
At that time cértain features of the condition 
which were also present. in Dr. Fisher’s cases weré 
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not remarked in the literature, namely, signs and 
symptoms of a Loeffler-like syndrome as a response 
to the helminth, deep migration of the organisms, 
and difficulty, even failure, of quick cure by ex- 
tensive cryotherapy. 

Dr. Morris Lemer: Dr. Fisher voiced a hope 
that an orally effective anthelminthic may yet be 
discovered for this condition. We all remember 
that antimony has at times been used with reported 
success, but no one is confident or comfortable 
with that drug. I am told that the piperazine class 
of compounds, (e.g., Hetrazan, Lederle) is effec- 
tive. 

Dr. ABRAHAM J. OrFuss: I have two points to 
make. In the case of a workman acquiring this 
infestation, like the plumber of Dr. Pollock’s re- 
port and another that I had, the condition is com- 
pensible. In the matter of therapy, a poultice of 
chopped raw Bermuda onions has been recom- 
mended. Hamburger is not necessary. 


Dr. WILLIAM CurtH: Dr. L. J. A. Loewenthal 
of Johannesburg, South Africa, (Australian J. 
Dermat. 2:171-177 [Dec.] 1954) believes that 
creeping eruption is a self-limited disease. There 
is a spontaneous death rate of larvae in untreated 
patients and the duration of life of the larvae 
varies from 10 days to 55 weeks. All claims for the 
effect of systemic treatment should, therefore, be 
weighed in the light of these facts. Some authors 
report successful treatment when many, but not all 
lesions, are cured. I believe that diligent local 
therapy with freezing still offers the best chance 
of cure. 


Dr. Max BraitMan: While in Military Service, 
I saw many cases of larva migrans which had been 
picked up in Louisiana mud in the backwoods 
country. These cases were treated with ethyl 
chloride spray with fair results. Five years ago, 
I treated a mother and infant daughter who had 
been infected on a beach in Georgia. They had 
received other treatment without effect. Both 
cleared up completely on Hetrazan (Lederle). 


Diagnosis: Cicatrizing Alopecia (Lupus Ery- 
thematosus? Pemphigus Erythematosus?). 
Presented by Dr. Max Wo r. 


Sixteen years ago a Negro woman, now 50 
years old, noticed a bald patch on the scalp. No 
improvement occurred after 10 irradiations by a 
skin specialist. Hair loss gradually extended over 
larger areas of the scalp. The patient was pre- 
sented at the Bronx Dermatological Society in 
Nov., 1956, with the diagnosis of lupus erythema- 
tosus of the scalp. For the past year there has been 
exudation and blister formation in the involved 
areas of the scalp. ; 


Upon examination now the crown of the scalp 
presents a 10X8 cm. completely bald, white, shiny 
afrophic area which fs traversed by numerous 
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telangiectasias and is surrounded by brownish- 
black discoloration. The central part is covered by 
nonadherent scales, crusts, and impetiginized, flac- 
cid bullae. 

Among the laboratory studies, biopsy reports 
from Dr. Arthur B. Hyman were as follows: 
first, “consistent with lupus erythematosus,” second, 
“lichen sclerosus but still probably lupus erythema- 
tosus” and third, “could be long standing lichen 
planus.” 


The rest of laboratory investigation, including 
blood counts, blood chemistry, serologic. tests for 
syphilis, and tests for L.E. cells, is negative. 


No treatment was given in 1957 and 1958, In the 
past year, local treatment consisted of compresses 
with Burow’s solution, and Neocortef and Mycolog 
ointments. Systemically prednisone (Meticorten) 
(5 mg. TID) and erythromycin (250 mg. TID) 
were given. 


Discussion 


Dr. Heren O. Curru: It was listed in the pa- 
tient’s history that 10 light treatments were given 
to her scalp. I should like to ask what kind of 
radiation therapy this patient received. If these 
were roentgen rays, I could imagine that she 
developed a radiodermatitis. If these were ultra- 
violet rays, they may have aggravated lupus ery- 
thematosus. 


Dr. CHARLES WoLrF: The extensive atrophy with 


bullous lesions of the scalp may be a sequel of 
radiation therapy. 

Dr. ARTHUR B. HyMan: I can only offer diag- 
noses similar to the varying histologic reports. But, 
in any case this is not radiodermatitis, either 
clinically or histologically, 

Dr. ALEXANDER A. FISHER: I believe that the 
present clinical appearance is compatible with a 
diagnosis of lupus erythematosus. Many proved 


Fig. 1—Clinical aspect of a cicatrizing alopecia 


of the scalp attended by bulla formation and 
crusting. 
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cases of lupus erythematosus of the scalp at times 
show crusting and eczematization. 

Dr. Max WotF: To the best of my knowledge, 
the 10 irradiations delivered in 1943 were ultra- 
violet light rather than x-rays. If therapeutic re- 
sponse can be an aid to diagnosis, the failure of 
response to Aralen speaks against lupus erythema- 
tosus and favorable response to adrenocorticosteroids 
speaks for the Senear-Usher syndrome. 


Diagnosis: Melanotic Freckle (Hutchinson) 
with Malignant Melanoma. Presented by Dr. 
A.Frep*W. Korr and Dr. Mary ELKIN (by in- 
vitation). 

A 54-year-old white woman noticed a “freckle” 
on the left malar area 40 years ago. This lesion re- 
mained stationary for years but within the last 
12 years has begun to change color and enlarge. 

When first seen three years ago the patient 
presented, on the left malar area, a large tan to 
dark brown pigmented lesion measuring 8.4 cm. 
in its largest diameter, mottled in appearance and 
=- with a small, slightly raised, scaly area in its upper 
= part. Punch biopsies taken then were reported as 
- malignant melanoma in the raised area and junction 
nevus in the macular area. 
$; Three months later the upper half of the lesion 
fe. - was curetted and desiccated with a good cosmetic 
result. Because of the excellent response to this 
č treatment, the remainder of the lesion was similarly 
= treated two months afterward. Follow-ups in the 
= next two years showed disappearance of a hyper- 
© trophic scar that developed but at the periphery 
and extending into the previously treated areas, 
numerous tan to brown plaques appeared represent- 
= ing new lesions, as well as recurrences of old 
- lesions. Follow-up studies this year show continual 
F = change in the contours of these lentigo-like plaques. 
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= Diagnosis: Circumscribed Precancerous Mela- 
~ nosis (Dubreuilh) ? Melanotic Freckle (Hutch- 
inson)? Presented by Dr. Atrrep W. Kopr and 
Dr. FLORENTINE Karp (by invitation). 


A 46-vear-old white woman has had a macular 
` ‘lesion on her left cheek for the past seven years. 
A She stated that the lesion began as an erythematous 
= spot approximately 5 mm. in diameter which has 
a slowly and progressively increased to rts present 
= size. There has been no scaling or crusting of the 
=~ lesion and no evidence of tumor formation. She 
was under observation in 1956 but did not return 
for follow-up until 1959. The lesion originally 
measured 2728 mm., and it now measures 2037 
mm. | 

On the left cheek the patient presents a yellowish- 
tan patch level with the surface of the skin which 
has several smaller 2 to 3 mm. points of dark 
k brown pigmentation. The lesion looks very super- 
ficial. The border of the lesion is irregular and 
ill-defined. é 
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Biopsy performed of the plaque in 1956 was 
reported as “early junction nevus.” A second 
biopsy performed in October, 1959, was reported 
to “fit in with Hutchinson’s melanotic freckle 
(active junction nevus).” 

Discussion 

Dr. ALFRED W. Korf: In our experience the 
melanotic plaques in these conditions can often be 
successfully destroyed by thorough electrodesic- 
cation and curettage. However, lentigo-like lesions 
may recur at the periphery or within the previous- 
ly treated sites. This does not necessarily denote 
malignant transformation since biopsies of such 
recurrences usually reveal the same lentigo-like 
changes that are seen in the precancerous phase 
of these conditions, The principal clinical finding 
one must be on the alert for is induration or nodule 
formation which usually indicated the onset of 
malignant melanoma. Again in our own experience 
and that of most authors even when a malignant 
melanoma appears the prognosis of such facial 
lesions is good. . 

Dr. ALEXANDER A. FISHER: I first saw this 
patient several years ago. The lesion then was 
simply a pinkish-brown patch. When she reap- 
peared in my office recently with several small 
brownish-black discolorations in the central portion 
of the lesions, I made the diagnosis of melanotic 
freckle and referred her for management in the 
Oncology Section of the Skin and Cancer Unit of 
the New York University-Bellevue Medical Center, 

Dr. ARTHUR B. HyMAn: I am glad to see that 
the treatment I suggested years ago for melanotic 
freckle before frank melanoma develops, namely, 
desiccation and curettage, is now accepted as a 
safe form of treatment. Mutilating excisions are 
uncalled for though surgeons are still inclined to 
perform them. 


Diagnosis: Perifolliculitis (Capitis Abscedens 
and Suffodiens. Presented by Dr. Max Wo tr. 


At the age of 15 a Haitian, now 30 years of 
age, had acne of the face which lasted for six 
years. In 1950, 1952, and 1955 he developed ab- 
scesses on the vertex of the scalp and the nape of 
the neck which were treated in Haiti by incisions, 
local applications of antibiotics, and antibiotics 
(penicillin, Aureomycin, dihydrostreptomycin and 
Chloromycetin) orally and by injections. After his 
arrival in the United States (1958) he noticed 
spreading of the process to the anterior and pos- 
terior portion of the scalp. 


When first seen six months ago the crown of the 
scalp presented confluent, matchhead to dime-sized 
round, deep atrophic scars separated by keloidal 
bridges or small globular indurated nodules. The 
hair in the scarred area was very sparse. There 
was a group of walnut-sized, fluctuating, painftl 
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Fig. 2—Clinical aspect of perifolliculitis capitis 
abscedens et suffodiens. 


cystic lesions on the occiput. The surface of the 
abscesses was devoid of hair, and the hairs between 
the lesions were easily removable. Seropurulent 
fluid escaped from small openings. Now the ab- 
scesses on the posterior portion of the scalp are 
less prominent and less painful. 


Local treatment consisted of local applications of 
Neo Cortef ointment after hot compress with 
Burow’s solution. Erythromycin (250 mg. t.i.d.) 
was given by mouth and injections of prednisolone 
(Meticortelone) (2-3 cc.) into the abscesses of 
the occiput once a week were made. Later novo- 
biocin (250 mg. t.id.), tetracyclin (250 mg., t.i.d.) 
plus prednisone Meticorten (5 mg., t.i.d.), Ilosone 
(250 mg., 4 times daily) plus Aristocort (4 mg. 
t.i.d.), were prescribed. 


Discussion 


Dr. Irvinc D. EHRENFELD: In my experience 
with the treatment of the recurrent, deep cysts of 
the scalp I have found marsupialization a very 
effective treatment. The method I use is to inject 
procaine solution locally and then remove the roof 
of the cyst in the following manner: A scalpel 
is put through the skin into the cyst cavity, and 
then an inverted cone of tissue is cut out by a 
scissor which is inserted through the scalpel in- 
@sion, The result is aswide open crater with slop- 





ing walls. This heals with remarkably little scarring 
and without alopecia at the site. 

Dr. EARLE W. Brauer: I believe the architecture 
of the hair follicles and sebaceous glands in this 
old chronic case is so distorted that little, if any, 
benefit could be achieved by roentgen depilation. 
Hair fragments would remain in the very areas 
that are most affected now; certainly the infected 
cysts themselves would be little benefited. Were 
the old shafts successfully shed, I am sure the new 
growth would be in such a disorganized follicle 
as to produce a condition as bad, if not worse, 
than at present. However, in the newly affected 
areas where the appendage architecture is still 
intact, I believe roentgen depilation would be of 
value. An article by Cohen, J. L. and Cohen, A. D. 
which appeared in the April 15, 1959, issue of the 
Canad. M.A.J. 80:629 was brought to my attention 
by a patient. In this paper tolbutamide (Orinase) 
is administered orally in doses 0.5-1.0 gm. daily for 
the treatment of pustular acne and staphyloderma. 
Good results are claimed. The old theory of Urbach 
on “skin diabetes” is revived to account for certain 
persistent skin infections. This was the rationale 
for the trial of sulfonurea. I suggest tolbutamide 
be given a trial in this difficult case. 

Dr. Max Wotr: Some authors claim that peri- 
folliculitis capitis abscedens and suffodiens, acne 
conglobata, and dermatitis papillaris capillitii are 
different manifestations of the same disease. The 
treatment of severe cases of perifolliculitis capitis 
abscedens and suffodiens is notably difficult. Al- 
though our patient responded to a considerable 
extent to antibiotics and adrenocorticosteroids, the 


tendency to recurrent accumulation of a mucinous 


tenacious fluid mixed with pus in the cysts could 
not be entirely suppressed, I believe that marsupiali- 
zation with subsequent curettage of the walls of the 
cysts, as suggested by Dr. Ehrenfeld, will be more 
successful in this case. 


Diagnosis: Tuberculosis Verrucosa Cutis. Pre- 
sented by Dr. Max Wo tr. 


A 39-year-old Puerto Rican man presents a 
skin disorder that started on the left sole about 30 
years ago and spread gradually to the medial spot 
of the left foot and to the region of the heel. 

Now one sees on the center of the left sole a 
thickened brownish scar. On the medial aspect of 
the left foot, connected with the scar, there is a 
6X5 cm. round, firm plaque, raised 1.5 cm. above 
the surrounding level and consisting of closely set, 
verrucous vegetations, separated by deep clefts. 
On pressure pus exudes onto the surface. 

Serology tests for syphilis are negative. Tuber- 
culin tests are positive to a dilution of 1:100,000. 

The biopsy report by Dr. Arthur B. Hyman is 
as follows: “There is very thick horn. The epi- 
dermis shows massive rugose acanthosis. The upper 
cutis is heavily infiltrated with small round cells, 
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-_ plasmacytes 


and some epithelioid types, while 
deeper there are aggregates of multinucleate epithe- 


7 lioid cells. Though typical tubercles are not seen 


a" 


this is most probably a case of tuberculosis ver- 
rucosa cutis, but a serologic examination would be 


worth while.” 


Discussion 


Dr. Irvinc D. ExReENFELD: I wish to remark 
~ that surgical excision and skin grafting is a suc- 
Freese ful and relatively quick method of treatment 
for localized lesions of this type. I have done 


= this on occasion with good results. 
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Dr. Morris Lemer: Tuberculosis cutis ver- 


= rucosa should respond rapidly to isoniazids in the 
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‘Hereditary Anhidrotic Ectodermal Dysplasia. 


Presented by Dr. Wittram B. Reep (by invita- 
tion) and Dr. S. WILLIAM BECKER. 


This 3-year-old boy has had an absence of 


sweating since birth. He is one of three siblings. 


SA A 


His older brother, also with absence of sweating, 
-died at age 3 years of an overwhelming infection. 
The oldest brother is normal. The child shows 


A extremely blonde hair, fragile and sparse. He has 


0a 
ig 


Bs: 


an absence of eyebrows and a saddle nose, with 
-a chronic rhinitis. He wears full dentures. His 
-skin is extremely dry, pale and glossy in texture. 


lee Subcutaneous vessels are easily visualized. His 


E i 


3 






pm 


‘nails are normal. He pigments slightly in the sun, 
‘however, despite his light coloration. 

-He lives in an air conditioned house with a 
swimming pool so that during the warm summer 
months he can regulate his temperature. The 


mother has observed some sweating of the feet. 


His delivery was normal, and he is of normal 
intelligence. 


| Submitted for publication Jan. 18, 1960. 
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manner of all the bacillary-laden tuberculoderms. 
Since the isoniazids are death on tubercle bacilli 
and since tuberculoderms of the type of tubercu- 
losis cutis verrucosa, luposa, and colliquativa are 
responses to the living organisms, cure is pretty 
certain even after decades of activity. Mutilating 
surgery, even if effective, is barbarous by modern 
standards in a condition like this. 


Dr. Max Wo tr: Deeper sections definitely con- 
firmed the diagnosis of tuberculosis verrucosa 
cutis. There are tubercles with nests of epithelioid 
and Langhans’ giant cells and peripheral zones of 
lymphocytes. In the treatment of this case we 
intend to follow the suggestions of Prof. G. Riehl, 
Chief of the Lupusheilstatte in Vienna, Austria. 
He uses isoniazids exclusively (50 mg. of Rimifon 
per 10 kg. of body weight, are given daily). To 
avoid recurrences intake of not less than 1,400 
tablets altogether is advisable. 


Diagnosis: Necrobiosis Lipoidica Diabeticorum (Uleerated). 
Presented by Dr. CONRAD STRITZLER. 

Diagnosis: Lichen Planopilaris. Presented by Dr. ARTHUR 
B. Hyman and Dr. Rospert A. Bercer (by invitation). 


Diagnosis: Xanthoma, Localized, Right Index Finger. Pre- 
sented by Dr. ABRAHAM J. OrFuss. 
Diagnosis: Extra-Genital Primary Syphilis. Presented by 


Dr. MABEL G. SILVERBERG. 


Except for his deceased brother, he is the only 
member of the family with this disorder. There 
are no abnormalities in the family of hair, sweat- 
ing, dentition, or nails. 


Both he and his deceased brother had atopic 
dermatitis with dermatitis of the antecubital and 
popliteal areas. At present the patient has 
dermatitis in these areas. He has flareups of 
dermatitis with eggs, wheat, milk, and oats, ac- 
cording to his mother. Both siblings also had 
asthma. 


Family photographs are presented along with the 
history and an autopsy of his brother. Slides are 
presented on the patient and his brother. 


Hereditary Hidrotic Ectodermal Dysplasia. Pre- 
sented by Dr. WitttaM B. REED (by invitation) 
and Dr. MAXIMILIAN E. OBERMAYER, 


This 7-year-old girl since birth has had an ab- 
normality of the nails and subtotal alopecia. The 
nails are short and thick with an elevated tip, 
while the hair i$ short and fragile. The patient 
has extremély blonde hair and is the only membee 


Patient with atopic 
dermatitis and his two 
normal brothers. 


of the family with this coloration. Her skin is 
very pale, thin, and soft. Pigmentation is poor 
even in the summer. About a third of her family 
show abnormalities of nails and/or hair. The child 
was a normal delivery, is intelligent, and has no 
abnormalities of sweating, dentition, or facial de- 
velopment. 

She has had mild infantile eczema and reacts 
with urticaria to tomatoes. There is also a family 
history of allergy. Other members of the family 
will be present and the mother will show the 
family history charts. 


Pachyonychia Congenita. Presented by DR. 
ANKER K. JENSEN. 


A child, age 2, born one month prematurely, 
was first seen about nine months ago. The parents 
state tħat since birth all the nails have been 
thickened and deformed. There have been oc- 
casional vesicles, especially on the great toes. 
These have healed without scarring. The child’s 
health has been good, except for an attack of 
numerous shallow abscesses on the scalp, neck, 
lower abdomen, and thighs. The cultures were 
positive for Staphylococcus pyogenes var. aureus. 
This responded to an antibiotic by mouth and 
Neopolycin ointment locally. There is no family 
history of skin trouble. The mother has been 
treated for epilepsy. 


Examination: All the nails are thickened, es- 
pecially the distal ends. They are firmly attached 
to the nail beds. Large bullae were present on the 
medial surface of both great toes. No scarring 
was present from previous attacks. Bullaé have 
only been noted on the toes. .There are some 
hyperkeratotic patches on the third and fourth 
toes of, the left foot. - F 





The teeth are normal in number and appearance. 
The scalp hair is slightly sparse, and, except for 
slight dryness, the skin is normal. 

Laboratory: The blood and urine tests were 
within normal limits. X-ray of the wrists for bone 
age showed six months retardation when compared 
with Todd’s Atlas of Skeletal Maturation. 


Discussion 


Dr. S. WitttAmM BeEcKER: These two patients 
are examples of various forms of so-called 
dysplasias. The first two are usually called 
ectodermal dysplasias, although most people agree 
that more than the ectoderm is involved in the dis- 
order. Pachyonychia was first described by 
Jadassohn and Lewandowsky, and then Dr. Cole 
and others in Cleveland—Drs. Engman Sr. and Jr. 
and, most recently, Costello and Bunke reported 
cases of pachyonychia, leukokeratosis of the buccal 
mucosa, and cutaneous hyperpigmentation, 


Another disorder which belongs in this large 
general group is Thomson’s poikiloderma. We 
presented a girl with this disorder here a couple 
of years ago. She had nail changes, poikiloderma- 
like changes, and melanosis. Most of these chil- 
dren have a rather slight build. This one little 
boy has no teeth, but has some hair. One in- 


teresting finding in Case 1. is a history of. 


neurodermatitis in the family, and Dr. Reed tells 
me that one of the patients reported from the 
Mayo Clinic also had neurodermatitis. Hay fever 
and asthma are present in this particular family, 
and the relation may be just coincidental. Un- 
fortunately, there is no cure for these disorders. 


The treatment is palliative. This boy, by the use- 


of dentures which of cpurse have to be changed 
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portunity of developing the jaw bones, and, if he 
can be kept in an air conditioned room, will not 
have any great difficulty but will always have to 
regulate his life to this disorder. 


Dr. MAXIMILIAN E. OBERMAYER: I am par- 
ticularly interested in the fact. that both children 
are subject to eczematous dermatitis. One of them 
is obviously atopic while the status of the other's 
dermatitis is yet uncertain. I disagree with Dr. 
Becker’s statement that the simultaneous occur- 
rence of *neurodermatitis and ectodermal defect 
is perhaps only accidental. We know that persons 
who have disseminated neurodermatitis are de- 
fective persons. Such ectodermal deficiency is il- 
lustrated by the frequency of associated ichthyosis 
and by the propensity of these patients to psycho- 
neuroses. 

Dr. DANIEL J. Perry: We all know that varying 
combinations of ectodermal and mesodermal struc- 
tures can occur in congenital defects. The second 
patient, however, has only two visible possible stig- 
mata, namely, general dryness of the skin and 
diffuse thinning of the hair. This raised the 
question of whether hypothyroidism might play 
a role; at least, it would be worthwhile to check 
this possibility, if it has not been done. It would 
be interesting to me to study the galvanic skin 
response in these patients. They usually have an 
increased resistance level, but their response to 
sweat stimulating drugs would indicate whether 
the sweat glands can still function. 

Dr. Lours H. Winer: The section of Case 1 
of the skin from the popliteal-eczematous areas 
showed microscopically large number of smooth 
muscles in the cutis but no hair follicles present. 
Apparently, there has been atrophy of hair follicles 
as a result of the prolonged dermatitis. The section 
from the scalp showed microscopically many hair 
follicles and hair shafts within these follicles, but 
the sebaceous glands were minute, and smooth 
muscles were entirely absent. Therefore, two 
processes are evident in the sections from two 
different areas of the skin of this patient; an 
atrophy as a result of a chronic dermatitis in the 
popliteal areas, and a deficient developmental defect, 
or agenesis indicated by the absence of smooth 
muscles and the paucity of sebaceous glands in the 
presence of numerous hair follicles; thus an as- 
sociated mesodermal and ectodermal defect. 


Dr. Murray C. ZIMMERMAN: Until recently, 
all we could do for any of these congenital ab- 
normalities was, as Dr. Becker and Dr. Obermayer 
have just said, “No treatment.” In the last two 
or three years, however, there has been some 
adumbration of hope. The combined disciplines 
of microbiology, genetics, and biochemistry are 
getting closer and closer te what goes into a cell 
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nucleus, why it goes in, and what it does when it is 
there. The current genetic theory is: 


(1) Metabolism occurs in a stepwise fashion, 
with compounds being converted into other 
compounds in an orderly sequence of trans- 
formation. 

Specific unit processes in the chains of 
events are under the control of individual 
specific genes. 
Mutation of one gene governing such a 
unit process leads to a single changed unit 
at one point in the pathway of metabolism. 
The primary consequences of such a block 
may be (a) inability to produce certain 
compounds that are normal metabolites and 
(b) accumulation of precursors normally 
subject to conversion into other compounds 
in a reaction sequence. 


(2) 
(3) 


(4) 


This “one gene, one enzyme” concept may be com- 
pared to a bucket brigade, where each bucket passer 
is essential. If one person steps out of line, the 
subsequent metabolic steps can not be taken. The 
exact enzyme modifications causing epidermolysis 
and ectodermal dysplasias have not yet been found. 
Others have—most specifically, galactosemia and 
phenylketonuria, where dietary control has compen- 
sated for genetic enzyme defects. In phenylketo- 
nuria and its resultant phenylpyruvic oligophrenia, 
youngsters lack the enzyme to convert phenyl- 
pyruvic acid into parahydroxyphenylpyruvic acid. 
When placed on a diet low in phenylalanine, 
phenylpyruvic acid does not accumulate at this 
“bottle neck,” and the resultant phenylpyruvic 
oligophrenia or brain damage is prevented. The 
lack of this enzyme is side-stepped by the presence 
of tyrosine (hydroxyphenylalanine) in the diet, 
which is oxidized directly to parahydroxyphenyl- 
pyruvic acid. Since these children have all the 
other necessary enzymes, they can carry on a 
normal metabolism with tyrosine (hydroxyphenyla- 
lanine). Until the day comes that we can actually 
supply the missing enzyme to deficient persons such 
a metabolic circumvention is the first hope that 
these patients have had. 


Dr. Linus Pauling feels that chemical interven- 
tion to correct enzyme changes from genic muta- 
tion will become a chemical procedure in the 
foreseeable future. This may be by making syn- 
thetic enzymes, or by the phenomenon of trans- 
duction. Transduction has brought together the 
opposing camps and reconciled the arguments about 
whether cancer is a virus-induced disease or a 
hereditary disease, by showing that viruses, for 
practical purposes, can pick up a,gene and carry 
it with them from one cell into another. The 
second `cell then breeds true. 


Almost every detectable trait has been success- 
fully transduced in bacteria, and work on mammals 
and human tişsue cultures is now in. progress. A 
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basic tenet of genetics is that what is true of 
any cell applies to all cells, including those of man. 
Even such impressive mutant strains as these three 
children are believed to differ in oħly one primary 
way from the normal parental strain. We should 
be able to improve an undesirable structure such 
as these children have, possibly with the help of a 
friendly bacteriaphage or other virus to carry the 
proper desoxyribonucleic acid into the cells. 


Dr. MARIAN MERRILL BRUBAKER (by invitation) : 
The sibling had frequent infections and was rarely 
in good health. From the mother’s statements, this 
child probably died of septicemia, following a 
throat infection. The patient presented has also 
had frequent throat infections but has otherwise 
been in good health. I believe that this brings 
up the problem of other congenital defects in this 
family. Serum protein electrophoresis should be 
done to find out whether there is an abnormality 
in the y-globulin, and whether there may be a 
dysgammaglobulinemia. 

Dr. WittiAM B. Reen (by invitation) : I tried to 
demonstrate the two different ectodermal dysplasis 
which were described by Upshaw and Mont- 
gomery Arch. Dermat. & Syph. 60:1170-1183, 
1949). In the hidrotic ectodermal dysplasia 
low basal metabolic rates have been noted, but this 
child has a normal basal metabolic rate. This 
disease is dominant. The mother and aunt, both 
with nail abnormalities, have demonstrated the 
dominance of this trait in the family with one-third 
of the family having thickened nails and/or sub- 
total alopecia. 


The first family reported with the anhidrotic 
type of ectodermal dysplasia was reported in a 
family of ten Hindus. This dysplasia is a triad— 
near absence of sweat glands, adontia, and sub- 
total alopecia. Of the sixty or more reported cases, 
about eight have been females. It is usually re- 
cessive. This family has had three siblings—two 
with the anhidrotic dysplasia and one, normal. 
The adontia is not always complete for the de- 
ceased brother had one tooth which had to be re- 
moved so that he could be fitted with dentures. The 
hypotrichosis involves the scalp, eyebrows, and 
eyelashes, but surprisingly .normal beards are 
grown. Although the sweat.glands are absent, 
apocrine glands are present. 


The physiology of anhidrosis is interesting. At 
normal temperatures, temperature control can be 
maintained by transepidermal water loss. But aft- 
er exercise, fever, or in a hot climate, they can 
not control their body temperature by sweating. 
If you put a normal person in a hot room he can 
control his temperature, but an anhidrotic person 
has a rapid temperature rise that can be alarming. 
With elevation of temperature, there is polyuria 
caused by increased respiration. (The increased 
fespiratory rate causés alkalosis and the kidney 
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There may also be an in- 
crease of water from the tissues with fever, and, 
since there is an absence of sweat glands, the — 
kidneys must handle this extra fluid. 


tries to compensate). 


These two patients have similarities in appear- 
ance and history. They both have subtotal alopecia, ~ 
both are near albinos, and both have family and 
personal histories of eczema. The deceased brother 
had severe asthma and eczema and his brother also : 
has the same. È 

Dr. ANKER K. JENSEN (Close): When I first 
saw this child, I was under the impression this 
might be a case of epidermolysis bullosa, but, after 
observing her for some time, I believe she has 
pachyonychia congenita. Her nail changes are | 
typical of this. She does not have bullae on the | 
areas exposed to trauma. I doubt if there is much | 
that can be done for her. 


Extensive Nevus Flammeus Presented for 
Therapeutic Suggestions. Presented by DR. 
SAMUEL Ayres JR., and Dr. SAMUEL Ayres III. 
Female, age 1 month (now four months). 


This patient was seen in this office on July 16, ~ 
1959, because of an extensive birthmark covering 
most of the face. j 

Examination at that time was as follows: A 
very extensive port-wine mark covered almost the 
entire face and forehead extending up on the left 
parietal area of the scalp and slightly on the right. 
There was a V-shape of normal skin in the center 
of the forehead. The involved skin was reddish- 
purple characteristic of a nevus flammeus. 


No treatment was given, and the patient was 
advised to return for observation in about two 
months. 

The patient was seen again on Sept. 22, at 
which time no obvious change had occurred. 


The patient is presented for suggestions as to 
the advisability of therapy including grenz ray 
or thorium X. 


Discussion si 


Dr. Murray C. ZIMMERMAN: JI, personally, 
should not use grenz on a widespread area like 
this, and I should be very reluctant to use thorium 
X, which I have not, in the past, used. I should ~ 
try planing a test area here to see whether planing 
will help. A favorable result from planing may be 
expected if the child has ever had the area 
scratched, and the healed scratch stayed paler. I 
asked the mother of this child, and a scratched 
area on the cheek has stayed paler than the 
surrounding area, 


As far as I am concerned, nevus flammeus is 
divided into two classes—one type, very super- 
ficial, amenable to planing and not responsive to 
tattooing. The other type is extremely deep, start- 
ing around, the lower half of the cutis and going 


2 187/1021 


ss Sawn from there. Planing will not benefit these at 
all, but they are amenable to tattooing. The 
_ patient’s hope should not be built up that tattoo 
will look perfect. It will not—it looks just about 
i as good as permanent “built-in” make-up. 
ra - Dr. Wuuam{m B. Rre (by invitation) : I believe 
~ that a consideration of Sturge-Weber syndrome 
should be considered. Later development of epi- 
_ lepsy and mental deficiency will confirm the diag- 
‘nosis. About one-third of the reported cases have 
= had bilateral port-wine nevi on the trigeminal 
= areas of the face. 


N Dr. A. FretcHer HALL: I approve of Dr. Zim- 
A merman’s dividing the nevus flammeus into two 
Erh types, and I agree that this is the superficial type, 
= which I hate to call nevus flammeus at all because 
_ that term usually calls to mind the port-wine 
L birthmark, and I do not accept this as a port-wine 
~ birthmark in the ordinary sense of the word. I 
= think it is an unusually extensive blush-type of 
| _ birthmark, such as is usually seen on the nucha or 
on the forehead near the glabella, sometimes in- 




















F: “Tatra. I believe that this type, in contradistinction 
“to the ordinary port-wine type, ni aes fades 


sist to some extent throughout life. Before at- 
tempting any type of treatment, I should certainly 
give it time to fade spontaneously. I think that 
this type of birthmark has exactly the same chance 
_ of responding to treatment with liquid nitrogen 
as it would to planing, but I do not hold out 
a ~ much hope fer either modality. Because I use 
p liquid nitrogen and do not do planing, I should 
+ probably make a test area here and there, out 
along the edge, freezing without pressure for thirty 
È seconds or so; if improvement follows, I should 
E repeat the freezing to small areas at a time. 


© DR Lours H. Winer: At the American Medical 
~ Association meeting, June 9, 1959, in Atlantic 
T City in the symposium on Cutaneous Facial Dis- 
E figurements, Dr. Daniel J. Kindel of Cincinnati, 
< O. showed several patients having obtained very 
~ good results from the use of grenz rays in the 
> _ treatment of nevus flammeus. Tattooing with 
A pigment, and abrasion therapy with wire brush, 
-~ have been unsuccessful in the treatment of this 


Bs. condition in my hands. 


Dr. SAMUEL Ayres Jr. (Close): We appreciate 
the discussion very much. This case is a problem. 
-= Naturally, the parents are apprehensive and do not 
-~ want to delay doing something. We have taken 
= both front and side-view photographs, and we feel 
that a period of observation for at least six 
= months is justifiable to determine whether any 
= spontaneous involution has , occurred. We were 
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particularly interested in knowing whether any of 
the members had had any experience with the 
use of grenz ray or thorium-X in this condition. 


Erythema Induratum vs. Nodular Vasculitis. 
Presented by Dr. CHARLES GEORGE STEFFEN. 


The patient is a twenty-five-year-old divorced 
white woman who first developed nodules on her 
legs eleven years previously. These have been 
more or less constant for the past eight years,” 
but became worse during the preceding eighteen 
months. 

Examination reveals three or four erythematous 
raised tender nodules over the anterior aspect of 
the legs. The largest of these is fluctuant. There 
are many scars from lesions which have healed. 

The patient has had intensive investigative 
studies. A chest roentgenogram was normal. An 
internist performed a complete physical examina- 
tion, which was normal. Urological examination, 
including an intravenous pyelogram and urine cul- 
tures, were negative. PPD numbers 1 and 2 were 
negative. 

Two biopsies were performed, and these were 


reported as being consistent with erythema in- 


duratum. Cultures and guinea pig inoculations of 
tissue and pus from the ulcers were negative. 


Because of the histological diagnosis of erythema 
induratum, isoniazid (r) 150 mg. per day was 
prescribed. There was an immediate response. All 
the lesions disappeared within a month and treat- 
ment was discontinued after three months. How- 
ever, the lesions recurred within a month and 
again responded to isoniazid. 

After three months, treatment was discontinued 
again and again within a month the lesions recurred 
and new lesions appeared. Since that time there has 
been no response to all antituberculous drugs in- 
cluding aminosalycilic acid, streptomycin, and 
isoniazid. 


Discussion 


Dr. Louts H. Wıner: The onset of these 
lesions was at the age of 10 years, which is 
unusual for erythema induratum. The lesions on 
this patient are acutely inflamed and feel warm; 
erythema induratum, lesions as a rule are cold. 
To be a tuberculid, there should be some findings 
of old tuberculosis or tuberculin allergy, findings 
this patient does not show. Histologically, there 
is fat necrosis, edema, and frank suppuration. This 
could be either suppurative folliculitis or a non- 
suppurative panniculitis of the Weber-Christian 
type. These changes have been observed i in bromide 
granulomas. 


Dr. TAomas H. STERNBERG: I thought this was 
a fascinating case. .There are some people in this 
room who will remember, seven or eight years 
ago, a patient „who developed deep-seated sterile” 
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abscesses. They would eventually drain and heal. 
The patient had all kinds of cultures and other 
studies which were always negative. At one stage 
of his disease he had been seen by Dr. Goecker- 
man, who voiced a lone opinion that he thought it 
was a dermatitis artifacta. To test this opinion 
we set a trap. The patient would predict the 
appearance of new lesions. The next time this oc- 
curred we took him fram his room on the pre- 
tense of getting an x-ray and then searched his 
bedside stand. We found a syringe, needles, and 
a bottle of turpentine. I believe this case is 
similar and that dermatitis artifacta should be 
considered. 

Dr. J. WALTER Witson: I would not disagree 
with Dr. Sternberg on that possibility. I still think 
the culture should be done. I do not know whether 
fungus cultures have been done. Have they? 

Dr. MURRAY ZIMMERMAN: If you are really 
leaving no stone unturned, and you are looking 
for mycobacteria here, which apparently has been 
suggested as worthwhile, instead of inoculating a 
guinea pig—inoculate a mouse or rabbit, because 
Mycobacterium ulcerans will not grow in guinea 
pigs. It will grow in the acral portions of mice 
or rabbits; the testes, or feet, if you keep them 
fairly well cooled down. It will grow on culture 
at about 33 degrees, on Lowenstein-Jensen medium, 
but not at 37. This organism produces a low-grade 
indolent ulceration similar to this patient’s pattern. 
The ulceration and chronic discharging can go on 
for many years. The discharge usually has many 
organisms. When drained, an ulcerated area is 
left, which is hard to heal. M. ulcerans is not a 
virulent enough organism to invade systemically. 
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Sporotrichosis, Chancreform. Type. Presented by 

STANTON B. May, M.D. - 

While working in the Monrovia Mountains three 
months ago as a surveyor, a twenty-two-year-old 
male Mexican pricked his right index finger on 
some cover growth. Within a few days, this site 
became red, tender, and papular, later pustular. 
In another few days, numerous nodular tumefac- 
tions appeared on the night hand, later on the wrist, 
and forearm. These were tender and swollen. The 
patient has never felt ill. e: 


¢ Subynitted for publication Jan. 12, 1960. 






Dr. A. Frercuer Hatt: This patient improved — 
on INH; would that suggest tuberculous origin? ~ 

Dr. THomAs H. STERNBERG: A characteristic 
occurrence; they improve on anything temporarily. — 

Dr. CHARLES GEORGE STEFFEN (Close): Thank ~ 
you very much for your discussion. As you know 
nodular vasculitis is considered to be erythema 
induratum without tuberculosis. This case was 
interesting in that she responded on two occasions — % 
to antituberculous drugs, which suggests erythema 
induratum, although it has been written that this _ 
diagnosis can not be made in a patient was a 
negative tuberculin test. 
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I was happy that Dr. Winer suggested non- — > 
suppurative panniculitis (Weber-Christian’s dis M 
ease) as a diagnostic possibility. We shall continue 
our investigations along these lines. 








Follow-Up Note 


Considering that the patient might have nodules 
nonsuppurative panniculitis, 1 cc. of Solu-Medrol 
(r) was injected into each of the nodules on two K: 
occasions one week apart. The lesions promptly ; 
disappeared. Six weeks have elapsed since and 
in the past two weeks the patient has said that — 
two new nodules have appeared, zs p 
Case for Diagnosis: Granuloma Annulare? Presented by 

Dr. Gorpon MacDonacp. 

Case for Diagnosis: 1. Papulonecrotic Tuberculid, 2. eS 
Drug Eruption. Presented by Dr. MARGARET ANN N 
STORKAN. a £ 

Acquired Epidermolysis Bullosa, Dystrophic Simulating 
Lichen Planus. Presented by Dr, LAURENCE J. UNDER- 
woop and WALTER S. GREEN. 

Diagnosis: (Question Lupus Erythematosus). Presented by _ 
Dr. SAMUEL Ayres Jr. and Samuet Ayres, III. AA 


7) 
NEN 


Examination—Sept. 11, 1959: On the dorsum of cg 
the right index finger paronychia was a raised, “4 
granulomatous, dry, scaling vegetative mass. On - 
the back of the right hand there were many | 
buckshot-sized, subcutaneous, firm, movable nodules. pi i 
A nodule was seen in the right cubital space. In ` 
a line from the right index finger up the hand, * 
forearm, and lower arm, there were several dis- 
crete, slightly raised, red, deeply-seated fluctuant — 
swellings. One, on the wrist, was ulcerated and | 
discharging pus. 

X-ray Findings: Chest: 
flammatory calcification in the left chest, No ap- 
parent activity noted. 
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x Biopsy: “Granulomatous dermatitis” suggesting 
sporotrichosis and/or tularemia. CBC: Normal. 
5,550 WBC. Normal differential count. Erythrocyte 
Sedimentation rate: Moderately increased. STS: 
Negative. Culture for fungi: (see specimens here) 
Flat, glazed, concentric, darkish, gelatinous growth. 
The centers of some cultures show a wrinkled ap- 
pearance. A slant culture shows dark dots over 

_ the surface. 

Treatment: Since Sept. 21, 20 gtt. of saturated 
solution of Pot. iodide has been given in milk 
three times a day. This has been increased as 
tolerated. Half strength Lugol’s solution was ap- 

plied to the lesions locally. 

Slides of the patient’s progress and the culture 
bottles are supplied with the patient, for examina- 
tion. 


Discussion 


Henry Morcan, M.D.: I had a similar case 
from Hemet three months ago; the patient worked 
for a large rose bush company and was continually 
exposed to the thorns of the rose bush. I was 


wondering if there was any relationship between 
= the two areas. Was your patient working in the 


hills of Monrovia and fighting the fire? 

My experience with sporotrichosis indicates that 
a person must have an unusual sensitivity. The 
patient from Hemet was a red-headed Mexican, 
but there did not seem to be much correlation 
between the patient’s exposure and his disease. As 
far as I know, there have been only two cases 
of sporotrichosis, chancreform type, reported in 
the last three or four months, in Southern Cali- 
fornia. 

PauL Hrrscu, M.D.: The specimen of skin 
available for study shows epidermal ulceration, 
pseudoepitheliomatous hyperplasia, and a chronic 
inflammatory infiltrate. The biopsy specimen does 
not extend deep enough into the corium to rule 
out the presence of the stellate type of abscess 
usually seen im sporotrichosis. Only a diagnosis of 

- nonspecific epidermal ulceration with chronic in- 
. flammation can be made from the material avail- 
able for study. 


Henry Morcan, M.D.: The problem of dis- 
ability, permanent or temporary, always comes up. 
The question is asked, “Can this patient return 
to the same job in the same area?” 


WALTER S. Green, M.D.: Would not an in- 
creased degree of immunity be experienced for 
at least some time? I imagine that there would 
be some specific information on that subject. 


Henry Morean, M.D.: The patient from Hemet, 
about whom I have spoken, is a case which I 
had seen at the University of California at Los 
Angeles Medical Center. Two or three new drugs 
were tried, but eventually „we came back to the 
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Laboratory: Culture for bacteria: negative. use of potassium iodine. The patient improved 


with iodine; however, at a certain point, the dis- 
ease became static. At this point, the insurance 
company questioned the length of disability and 
whether the patient would be able to return to 
the same job or not. Approximately two months 
ago, the patient returned to the same type of work 
with no recurrence as long as he remained on 
small dosage of iodine. The problem arises whether 
another injury from the rose bush would result 
in recurrence or reinfection. 


LAURENCE J. UNberwoop, M.D.: Montgomery 
and Holman cited a case with pseudoepithelioma- 
tous hyperplasia in sporotrichosis, in which a 
squamous-cell epithelioma was diagnosed by others. 
(Proc. Staff Meet. Mayo Clin. 13:465-469 [July 
27] 1938). The specimen presented today showed 
similar pathologic changes. Gastneau and co-work- 
ers gave a concise review of sporotrichosis and 
reported six cases in florists. (J.4.M.A. 117 :1074- 
1077 [Sept. 27] 1941). 


STANTON B. May, M.D. (Close): This patient 
is a surveyor. He pricked his finger on some cover 
brush in the mountains back of Monrovia, Calif. 
Within a few days, this began, which is unusual. 
It usually takes 20 or more days after inoculation 
for the first evidence of infection to appear. Some 
break in the skin is necessary for inoculation. 
Sporotrichosis is an uncommon condition in the 
United States but is very common in France and 
South America. 


Anetoderma of Jadassohn. Presented by Jack E. 
McCreary, M.D. 


This thirty-one-year-old housewife two years 
ago first developed circumscribed- erythematous 
macules over her lateral arms. Color has gradually 
faded in the older lesions and an atrophic wrinkled 
appearance has been assumed. New plaques have 
continued to develop over the arms and recently 
on the right cheek. 


She has been in good health, except for mild 
arthralgia of the knees, for two years. 


Physical Examination: Over the lateral aspects 
of the arms and on the right cheek are perfectly 
circular atrophic white plaques, the largest 1.5 
cm. t 

Laboratory: Chest x-ray, CBC, STS, and uri- 
nalysis are normal. Biopsy specimen from the left 
arm shows a perivascular infiltrate and loss of 
adnexal structures. The elastic tissue is absent in 
the upper corium and frayed and thin in the lower 
corium. 


Discussion ° 


Haroto Price, M.D.: Microscopically, the elastic 
tissue stain shows-a complete absence of elastic 
fibers in the central portions of the dermis. At 
the periphery small fragmertts of elastic tisswe art 
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seen. This, I believe, is a classical picture of pri- 
mary macular atrophy of the Jadassohn type. 

Macular atrophy can be divided into primary 
and secondary types. The lesions are atrophic oval 
to round coin-sized patches which bulge outward 
and give the impression of being herniations of 
the skin. | 

In the Schweninger-Buzzi type of primary mac- 
ular atrophy, the lesions show no evidence of 
inflammation grossly or histologically. 

In this case, representing the Jadassohn type of 
primary macular atrophy, early lesions show clini- 
cal and histologic evidence of inflammation. 

Secondary macular atrophy has been reported to 
occur in syphilis, L.E., leprosy and acrodermatitis 
chronica atrophicans. There is contradiction as to 
whether lesions of the primary disease precede the 
macular atrophy. According to Scull and Nom- 
land: (Secondary Macular Atrophy, Arch. Dermat. 
& Syph. 36:809, 1937), the lesions of secondary 
macular atrophy develop in sites not previously 
involved by the primary disease. 

WILLARD MARMELzAT, M.D.: How do these 
lesions begin? 

LAuRENCE J. UNperwoop, M.D.: Palpation of 
the lesions in this patient gives a herniated-umbili- 
cated sensation. This is a differentiation feature 
from the idiopathic atrophoderma of Pasini and 
Pierini. (Canizares, O. et al.: Idiopathic Atropho- 
derma of Pasini and Pierini, A.M.A. ARCH. 
DerMAT, 77:42-60, 1958). 

Jack E. McCreary, M.D. (Close): According 
to the patient, each area starts as a circular, 
erythematous plaque with some underlying indura- 
tion. The hardness gradually disappears. The sur- 
face loses its redness, becomes pale white, and 
assumes an atrophic, wrinkled appearance. Today 
we are seeing only these latter lesions, which repre- 
sent an end stage. In the absence of known external 
or internal factors or disease, and with the com- 
patible microscopic picture, we felt that this pa- 
tient’s skin changes must be classified as primary 


atrophy. 


Dermatitis Herpetiformis? Complicated by 
Marked Factitia? Presented by Rose B. SAPER- 
STEIN, M.D. 


A 52-year-old white female homemaker, who 
previously worked in a dry-cleaning establishment, 
developed a nonpruritic eruption of arms, chest, 
legs, and back two years ago. The patient keeps 
many birds at her home. In August, 1958, there 
were grouped excoriated lesions of the chest, back 
of neck, legs, and arms. Also present were oc- 
casional unaltered, deep-seated vesicles, specimens 
of which were three times excised for biopsy. 

After one month’s therapy with sulfapyridine, all 
lesions flattened and began tọ heal. The patient 
continued to improve and was *clear until June, 
1959, without more sulfapyridine. WHfile taking a 
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diuretic drug hydrochlorothiaziade (Esidrix) new 
lesions appeared in an acute, severe rapid onset, e 
This time, excoriation has been marked. The pa- 
tient describes these new lesions as beginning with 
a “small red dot” progressing to a small blister, 
then quickly denuding, with the resultant scattered 
scaling lesions seen today. In August 1959, sulfa- 
pyridine was restarted, with marked subsidence of 
the lesions. The patient has taken oral corticoster- 
oid with no improvement. 


Laboratory Work — 
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Red Blood White Blood 4 

Date Count Cell Count E 265 
Sept., 1958 4,930,000 8,000 1 
Jan., 1959 8,700 3 A 
Aug. 13, 1959 10,600 3 (aa 
Biopsies: Pi 
Slide I—Aug. 11, 1958—“The pattern of in- a 


involvement is compatible with, but — 
not diagnostic of, dermatitis herpeti- 


formis, bullous drug eruption, or bullas 
due to physical allergy.” 
Slide II—Oct. 1, 1958—“Vesiculating dermati= 1 
tis ESET AEE vesicle) etiology ?” 
Slide III —Oct. 
lating dermatitis etiology ?” 


`r 
3 
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Discussion 


Rose B. SApeRSTEIN, M.D.: We should first 
define dermatitis factitia by saying that while it 
is an eruption which is self-inflicted, this does not 
mean that there may not be some precedent lesion 
to instigate this type of mutilation. One has to 
ascertain whether a patient is acariphobic, and also 
whether or not there is a primary lesion that 
induces this pathological type of manipulation. 


When I first saw this woman about a year and 
a half ago, she presented a small red punctum 
which I circled. I watched it daily. When it became 
a vesicle, with an erythematous halo— (it was not 
touched by her at this point)—I took it, as the 





13, 1958—“Superficially e 


first biopsy spécimen. The diagnosis has never E 


been definitely that of a dermatitis herpetiformis 
but a “vesiculating dermatitis.” She insists that she 
does not itch! She has been cautioned against 
going in the sun. She is now improved since the 
last course of sulfapyridine, which she took for 
one month, one tablet (0.5 gm.) a day. 

Crere Dorsey, M.D.: There is excellent clinical 


work to support the thesis that dermatitis herpeti-~ 


formis disease may be the result of severe psy- 
choneurosis or psychosis. This has been illustrated 
by a patient from my own practice. A Rorschach 
test revealed that this man was a borderline psy- 
chotic, even though he had functioned well in the 
business world for many years. During the five 
years he has been under my care, he has demon- 
strated that because of his intense emotional con- 
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- flicts, he could not tolerate a state of physical 
K K » health. ( Incidentally, this type of situation has 
k been discussed in the psychiatric literature many 
1 times). If this patient's dermatitis herpetiformis 
were cleared with sulfapyridine or some other 
medication (Diasone, benadryl, nicotinic acid, etc.), 
= he would develop asthma or a gastric ulcer, If 
AN one of these diseases were then sufficiently relieved 
by the ministrations of an internist, his dermatitis 
E herpetiformis would for a while become refractory 
to all medications. In time the dermatitis would 
improve. Then he would go into one of the other 
serious illnesses to which he was subject. In one 
x Sf these transitional phases he developed severe 
~ oral lichen planus, and in another, alopecia areata. 
`. This merry-go-round of disease has existed for 
A 1e entire period of five years during which he has 
- been under my care, and it was present for many 
years before he came under my care. The point 
H I wish to make is this: There is a great deal 
more going on in our patients than we are 
‘i 
aware of. Unfortunately, we have not been pre- 
SA A pared by our dermatologic training as it is now set 
a up to understand this wealth of material which 
4 is hidden from our view. I hope the day will come 
when we all have the desire and the knowledge 
_ to discuss the ‘psychiatric side of dermatology 
_ among ourselves, so that a true science of psycho- 
i ~ somatic dermatology for the use of dermatologists 
a will come into being. 
a -= Haro C. FisoMan, M.D.: I should like to 
"make one comment about the idea of bird mite 
= dermatitis. When I was in Hawaii, I saw several 
Be cases of this from Mynah birds. I had never seen 
eon that quite resembled the petechial, wide- 
i spread involvement that came overnight, with no 
Ee, vesiculation whatsoever. Mynah birds used to nest 
eain the eaves, and on our wards (which were all 
= screened) their mites would be blown through the 
c eeens onto the patients lying on the beds below. 


Rose B. SarersteIN, M.D.: This patient has a 
E Mynah bird, by the way. 

: A HaroLp C. FisHMAN, M.D.: P should like to 
p Suggest that Mynah bird mite lesions do not be- 
come vesicular, and that this patient’s lesions do 

F not resemble what I have seen. 


© WALTER S. GREEN, M.D.: This patient does not 
4 Be present any scars or fresh excoriations in the mid- 
x interscapular area on the back, which she is unable 
i to reach. 
- Marcaret ANN StorKAN, M.D.: There are 
Piver facts that impressed me when I examined 
this patient: 


4 1. She has worked for over seven years in 
= a cleaning establishment. 
_ 2. Her eruption is mostly on the exposed areas, 
and it is exacerbated by sun. 
3. The lesions tonight are bizarre and appear 


E. = excoriated. 
. 
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4. She states that her hair is changing color. 
5. The microscopic picture is not that of der- 
matitis herpetiformis but of a lytic process at 
the dermalepidermal junction. 
Before we label this as dermatitis factitia, could 
it be a porphyria cutanea tarda? 

Frep F. FetpMAn, M.D.: There are three com- 
ments I should like to make. First; I agree with 
many of the remarks Dr. Dorsey made regarding 
atopic dermatitis, but I do not feel that dermatitis 
herpetiformis can be included in the same classi- 
fication. We are all familiar with the classic case 
of Duhring’s disease that is responsive to and 
maintained for years on sulfapyridine. 

Second; The possibility of a photosensitivity 
eruption in this patient exists, since she was taking 
a drug similar to Diuril. I recently treated a pa- 
tient who developed an eruption involving the face 
and exposed portions of his upper extremities fol- 
lowing sun exposure. He had been taking Diuril 
(chlorothiazide). Three similar cases have re- 
cently been reported by Baer and associates: (J. 
Invest. Dermat. 33:85-86, 1959). 

Third, I feel that a bird mite dermatosis is the 
most likely diagnosis. This summer I saw many 
cases of insect bites due to bird mites. In most 
instances nesting had been found in the eaves and 
chimneys. The eruption in many instances has been 
bizarre and unlike the typical sand flea bites we 
usually see. Predilection is for the neck and chest, 
similar to the case presented tonight. Dr. Saper- 
stein’s patient presents primary lesions on her 
abdomen, which makes the diagnosis of dermatitis 
factitia unlikely. This year I have found spraying 
of homes with DDT ineffective—the insects ap- 
parently have become resistant. Fumigation by 
professional exterminators has been necessary to 
rid the homes of this infestation. 

Irvinc A. Lewe, M.D.: I should like to report 
that I encountered two. cases of bird mite derma- 
titis this year. In both instances the mites were 
traced to infested bird nests outside the bedroom 
window. The mites were very numerous in the 
room and were found on the patients’ shirts and 
bed sheets. They are most easily visible against 
a white background. I would recommend that a 
thorough search for mites be made in this case. 

Harop C. FisHMAN, M.D.: I agree. These 
mites could be found in old material such as 
couches, grain and many materials in the house. 
They are very difficult to identify as to species. 
All of this group of mites are very similar. Pro- 
fessional fumigating of the whole house is im- 
portant, because almost anything in the house can 
harbor mites. 

PauL Hirscu, M.D. (Slide):° There were 
three slides. The third slide showed a subepidermal 
bulla with a minimal amount of inflammatory re- 
action. The overlving epidermis was intact. There 
was no necfosis, no evidence of any disturbances 
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within the epidermis, aside from the basal layer 
which, of course, was dissolved due to the sub- 
epidermal bulla. I could not make a specific eti- 
ologic diagnosis from this slide; only a diagnosis 
of subepidermal bulla, nonspecific, compatible with 
but not diagnostic of physical trauma, physical 
allergy, and possibly dermatitis herpetiformis. 


One of the two other sections shows a super- 


ficial ulceration of the epidermis. This involves 


the upper portion of the stratum Malpighii; it 
is replaced by keratotic crusts, and serous ma- 
terial. Surrounding this area of ulceration there 
is pronounced epidermal hyperplasia. This type of 
superficial erosion, with its replacement by crusts 
and parakeratotic debris, is suggestive of a fac- 
titial-type lesion. 

The other slide showed a perivascular inflamma- 
tory infiltrate, predominantly lymphocytic, with a 
few large mononuclear cells. The overlying epi- 
dermis was essentially normal. Only a diagnosis of 
chronic dermatitis, nonspecific, can be made from 


the sections studied, 


Rose B. Saperstein, M.D. (Close): I had no 
idea that this case would bring forth such ex- 
cellent psychiatric, entomologic, and dermatologic 
discussion. I should like to make a few comments. 


NEW YORK ACADEMY OF MEDICINE, SECTION ON DERMATOLOGY AND SYPHILOLOGY 


Nathan Sobel, M.D., Chairman 
Beatrice M. Kesten, M.D., Secretary 


Sept. 29, 1959 


Diagnosis: Postoperative Pressure Alopecia. 
Presented by Dr. Grorce M. Lewis for Dr. 
ROBERT ABEL. 

From: The New York Hospital. 

Duration: 6 weeks. 

Site: Occiput. 

History: A 5-year-old boy fell two stories and 
landed on his head on May 20, 1959. He suf- 
fered a laceration, concussion, and a cerebro- 
spinal fluid fistula with cerebrospinal fluid 
rhinorrhea. On July 13, 1959 he underwent a 
five and one-half-hour right frontal craniotomy 
in the supine position. The defect was success- 
fully repaired. Twelve days postoperatively the 
hair over the left occiput began to fall. The 
defluvium lasted two days. A 5 cm. patch of 
total alopecia resulted and has persisted up to the 
present time. 


Past History: Noncontributory. 

Physical Examination: There is an irregularly- 
shaped oval area of complete alopecia over the 

Submitted for publication Feb. 4, 1960. 
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One, that this patient works in her own clez ing) 
store. We do not have to worry about this as ane 
occupational problem, in terms of disability and — 
suits. I think it is wise to be thorough and do 5 
porphyrin studies. The drug she took is a sulfona- i 
mide. It probably was a sun-sensitivity phenomenon- 
that triggered the second eruption after the first © 
was cleared. These mites we shall investigate very a 
carefully. She is not too willing to get rid of | 
her birds, of which she has a number. 3 


I should like to say a little about these so-called _ 
“psychiatric dermatoses.” I do not know of many — ¥ 
suicidal involvements in people who itch*intractably. - 
We all know that people who itch intractably are | 
really very miserable, but the only suicide I am 
aware of was someone treated with penicillin for or 
secondary syphilis and who jumped out of the — 
window at Bellevue. That was not a dermatologie 
suicide. 


DR 
Erythema Multiforme. Presented by Stuart H. MARTEL, — AÀ 
M.D. i 
Porphyria Cutanea Tarda. Presented by LAURENCE J. on 
Unpverwoop, M.D. and Water S. Green, M.D. ay l 
Lupus Erythematosus—Resistant to Therapy. Presented b 
Stanton B. May, M.D. 
Parapsoriasis. Presented by Davin N. Arcon, M.D. y 
Keratosis Follicularis. Presented by Stanton B. May, M.D. 
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left occiput. Some early regrowth is barely visi- ; . 
ble. No fluorescence was observed from a Wood’s | 
light examination. Over the right frontal area is s 
an irregular scar, a result of the fall, and the 5 
smooth linear scar of the craniotomy. ce 

Laboratory: Urinalysis: negative. CBC: nea 
remarkable. È 3 4 

Biopsy: New hair follicles are growing in nor- — 
mally. There is an old organized vessel in the £ 
fat with mild panniculitis in the adjacent area. 
Impression: Old vasculitis with mild panniculitis. a 
















Discussion 


Dr. Eucene T. BERNSTEIN: This is additional’ 
evidence that alopecia areata is associated with 
neurodystrophy. It is a good demonstrative case. 

Dr. Frank E. Cormia: I should like to point’ + 
out that there is a sizable, very inflamed réda 
action which was not considered to be neuro- E 
trophic. SN 

Dr. Grorce M.:Lewis: This is the first child ~ 
that we have seen with this particular type of 4 
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alopecia, In a series of eight adult women patients 
in the New York Hospital In-service occipital 
alopecia followed long pelvic operations. Five 
of the eight cases presented inflammatory changes 


and crust formation prior to the defluvium. The 


histology in six of the eight cases revealed 
an obliterative vasculitis deep in the corium, and 
the follicles were in various stages of degenera- 
tion. In all eight cases the hair returned spon- 
taneously. These features apparently constitute a 
syndrome that has not previously been described. 
Dr. Abel set up an experiment in cats in which 
the same phenomenon was demonstrated from the 
application of pressure to the head over a period 
of several hours, simulating the long operations 
that had occurred prior to the loss of the hair 
in humans. We have heard of two other patients, 
observed by colleagues, so apparently the disorder 
is not so rare as one might surmise. Causes 
other than pressure have been considered and ruled 
out to our satisfaction. 


Diagnosis: Chronic Ulcers, Unknown Etiology. 
(Dermatitis Factitia?) Presented by Dr. Douc- 
LAS P. Torre. 

From: The New York Hospital. 
Duration: One year. 
Site: Both temples. 


History: A 34-year-old salesman first noted 
nodular lesions on both temples one year ago. 
These gradually broke down and formed oozing 
ulcers which have persisted to the present. The 
appearance of these lesions has been unaffected 
by various medications. There is no history of 
halide ingestion. The patient has been a resident 
of the metropolitan area all his life except for 
nontropical service in the Second World War. 

Examination: A discrete ulcer is present over 
both temples, both being approximately 22.5 cm. 
in diameter and 2 to 4 mm. deep. The margins 
are slightly raised and are infiltrated. The ulcers 
themselves are moderately secondarily infected. 
There is granulation tissue on the floor of the 
craters. 

Laboratory: VDRL: negative. Urinalysis: 
negative. Hemoglobin: 15.8. WBC: 6.5 Eosino- 
phils: 2. Culture for fungi was negative. 

Biopsy: There is ulceration with pseudoepi- 
theliomatous hyperplasia at the edges. A granu- 
lomatous reaction is present, consisting of 
eosinophils, foreign body giant cells, and plasma 
cells. Impression: Nonspecific ulceration and in- 
fected granuloma. 


Discussion 


Dr. MABEL SILVERBERG: There is some re- 
semblance to lupus vulgaris, and I think one of 
the isoniazids should be tried. 

Dr. Perry M. Sacus: The’ slides do not show 
lupus vulgaris but show an intense folliculitis. 
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It is difficult to say whether this is the primary 
process and is a folliculitis, or whether the fol- 
liculitis is a secondary change. | 

Dr. ArtHUR B. Hyman: I studied a number 
of slides and performed biopsies at various stages. 
We looked for leishmaniasis very carefully, of 
course for epithelioma, particularly _ basal-cell 
epithelioma, to which the lesion bears a close 
resemblance. In none of the sections did we see 
any features resembling the two diseases that we 
were looking for. So on the negative side, I think 
that those examinations have meaning. But we 
could not make any positive diagnosis, and I think 
that repeated biopsies should be done because we 
may still be missing basal-cell epithelioma here. 
It hardly fits in with an artefact. One part of the 
lesion, at least, was covered by occlusive dressing 
for some time without healing occurring, which 
would be against an artefact. 

Dr. Kate F. Mier: This man came to me in 
December of 1958. The history was that some- 
time about July he developed an ulceration on 
the left temple. A few weeks later a similar 
lesion appeared on the right temple. There was 
a complaint of severe pruritus in the areas. He 
had been treated by several physicians. Two 
biopsies performed were both reported pyoderma. 

At the Skin and Cancer unit, epithelioma was 
suspected, but biopsy revealed only granulation 
tissue. While under my care, two further biopsies 
also revealed only granulation tissue. 

Cultures made from the lesions on two occasions 
were sterile. Treatment at various times by various 
practitioners included curettement, superficial x-ray 
therapy, antibiotics, the injection of Staphylococ- 
cus-Streptococcus vaccine. Since at one time py- 
ododerma was considered, he was treated with this 
in mind. ; 

Finally, I decided to use the counterpart of oc- 
clusive dressings because I suspected that the 
lesions might be traumatized by his own manipula- 
tions. 

Psychiatric consultation revealed a normal adult 
man under intense emotional strain due to prob- 
lems in his job. 

From Feb. 7 until April 1, I saw him almost 
every morning before he went to his work and 
dressed the wounds myself. He was not allowed 
to treat himself at all. By April 9 both wounds 
were healed and epitheliized. 

This lasted for two and one-half weeks. The 
patient returned to report he feared a recurrence. 
There was no visible lesion, One week later he 
returned with a marked swelling and erythema of 
the left temple. He also suffered from a large 
draining furuncle on the right mandible to which 
he had applied very hot fomentations. He admitted 
applying the same, hot soaks to his left temple. 
Penicillin was given and the furuncle healed. 
Three weeks later the patient presented a, large 


SOCIETY TRANSACTIONS 
furuncle at the back of his neck. His left temple 
showed granulation tissue and some sign of heal- 
ing, but the right temple was now involved with 
a lesion similar to his previous condition. Again 
antibiotics were given. A series of staphylococcus- 
streptococcus injections were administered. The 
lesions on the temples did not show improvement, 
and the patient complained of severe tenderness. 
At this point, after six months of treatment, I lost 
Sight of the patient. 

Dr. Doucias P. Torre: Psychiatrically, he has 
not shown any bizarre patterns. He admits to 
being “nervous,” and admits also that the ulcers 
are worse when he is under tension. Tonight he 
said he just had taken up smoking which helps 
to relieve the tension. Certainly the number of 
biopsies, we had at least seven to date, would 
rule out epithelioma, tuberculosis, syphilis, and 
other granulomata, We have done extensive fungus 
studies with negative results. The history of hav- 
ing healed under occlusive dressings was denied by 
him. 


Diagnosis: Hidrocystoma. Presented by DR. 
FRANK E. CorMIA. 

From: The New York Hospital. 

Duration: Seven years. 


Site: Face. 


History: For the past seven years a 55-year- 
old man has experienced an asymptomatic vesicular 
eruption of the face during the summer months. 
With the advent of cold weather the lesions dis- 
appear. The patient is free of lesions during the 
winter months. Sweating in excess of normal oc- 
curs during the summer months. 


Past History: Noncontributory. 

Physical: There are two bilateral symmetrical 
patches of firm, deep vesicles of varying size in 
the temporal regions. 

Laboratory: CBC: normal findings. Urinalysis: 
negative. > 

Biopsy: The epidermis is not involved. There 
are varied sized, tremendously dilated cystic spaces 
lined with two layers of cuboidal cells. These are 
typical sweat gland lining cells. Impression: Hi- 
drocystoma. ° 


Discussion 


Dr. ArtHUR B. Hyman: The section is typical 
of the condition. I suppose on clinical grounds one 
might suggest syringoma. However, the lesion 
seems clinically. more globular than is syringoma. 
The latter is a disease much more commonly 
found in women than men. Histologically, this 
case shows hidrocystoma. The man gives a history 
of the lesions coming into being under hot con- 


ditions and disappearing when the temperature is 
low. Cysts of the glands of Moll are histologically 
indistinguishable from hidrocystoma. As far as 
I know it would be very uncommon for cysts of 
Moll’s glands to be multiple and they do not change 
with changes of temperature the way the lesions 


behave in this case. It is a very beautiful example 


of hidrocystomas. 

Dr. Frank E. CormiA: The only point that I 
thought was of interest is the one that Dr. Hyman 
brought out about the lesions becoming full, dis- 
tended with sweat during hot weather and receding. 
It brings out the point which many of us have 
suspected for many years but have not been able to 
prove, that sweat ducts absorb water. 


Diagnosis: Xeroderma Pigmentosum? Presented 
by Dr. Jonn W. DOUGHERTY. 
From The New York Hospital. 
Duration: 13 months. 
Sites: Face, arms, and whole body. 


History: An 18-month-old white boy has con- 


genital cataracts and is physically and mentally 


retarded. One year ago during the summer his 
skin was noted to be abnormally sensitive to sun- 
light. At this time, his parents noted he had several 
brown pigmented spots. He has been given no 
light sensitizing drugs, such as chlorpromazine or 
sulfonamide compounds. 

Family History: No consanguinity is present in 
the family. There is no history of any similar 
cases. 

Examination: The skin is generally brown. Over 
the face, hands, and chest are multiple tan to dark 
brown macules from 1 to 5 mm. in diameter. 

Laboratory: Urine: Negative. CBC: Normal. 
Exposure to ultraviolet rays for five seconds 
caused 1-++ erythema, 10 seconds cases two plus 


erythema, and 15 seconds caused a three plus ery- — 


thema. A child of similar age and complexion had 
one erythema at 20 seconds. 

Course: The patient has been kept out of the 
sunlight and has been treated with chloroquine, 
20 mg. twice daily. New pigmented macules have 
continued to appear. 


Discussion 


Dr. FrepertcK Rerss: I think it would be pre- 
mature to label this case xeroderma pigmentosum, 


although there are symptoms to indicate that in s 


the future this child may develop xeroderma pig- 
mentosum. The high degree of photosensitivity is 
one of the features which should not be ignored. 
Hyperpigmented spots appear on the exposed parts 
of the body and a retarded development appears 
also obvious. Those three symptoms definitely in- 
dicate that the child may develop xeroderma pig- 
mentosum. 
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Dr Davin Broom: In this young child one 
cannot make a definite diagnosis of xeroderma 


_ pigmentosum. In the latter one sees in the first few 


months or in the second year erythematous spots 
following exposure to sunlight, then freckles, 
telangiectasia, and keratoses. This patient has 


_ cataracts which are not, characteristic for xero- 


derma pigmentosum. There is also asymetry of 
` the face which indicates that the patient is suffer- 
_ing from multiple congenital malformations but 
_ not from xeroderma pigmentosum. 

Dr. Heten O. Curtu: I agree with Dr. Bloom 
that in this child several features such as the 
- microcephaly and the cataracts are not character- 
istic of xeroderma pigmentosum, The child always 
holds the head to one side. I suggest radiograms 
of the skull and an electroencephalogram. 


“Dr. CuHartes Worr: I fully agree with the 
tentative diagnosis of xeroderma pigmentosum on 
account of the following symptoms: There is 


mental retardation which is quite obvious. There 


is underdevelopment physically of the child for 


_ its age and pigmentary spots are indicative they 
_ will grow larger, with telangiectasia and atrophy, 


and if the child lives long enough the terminal 
manifestation will be carcinoma. 


Dr. Jonn W. DoucHerty: We had a question 
mark after the diagnosis. We had the same mis- 
givings. However, with the findings we felt we 


= should assume this is xeroderma pigmentosum. 


The literature reports that congenital cataracts are 
- found in xeroderma pigmentosum. 


a Diagnosis: Familial Benign Pemphigus (Hailey- 
Hailey). Presented by Dr. Herrert Spoor. 
From: The New York Hospital. 

Sites: Back, chest, and neck. 
Duration: Three years. 


History: A 25-year-old salesman was well: until 


a three years ago, At this time -an eruption appeared 


on the lumbar area. It was slightly pruritic, The 
rash persisted and spread to much of the upper 
back, the pectoral region, and the back of the 


He has had a 
septemic steroids, 


His. general health is excellent. 


Family History: He states that his mother has 
_ both psoriasis and eczema, and that her eruption 
resembles his. 


Examination: Scattered over the back, neck, and 
chest, are multiple erythematous, crusted lesions 
with a suggestion of arcuate or circinate con- 
figuration. Some of these areas are surmounted by 
deep-seated, small vesicles. Nikolski’s sign is absent. 


Laboratory: VDRL: negative. Urinalysis: non- 
contributory. Hemoglobin :, 15.8. 


. 196/ 1030 


A D ee g ; Aii 
> ži 

i £ t 

` í y SAP E 


Mies sid oo een ens are a, 
"A. M. A. ARCHIVE S OF DI ERMATOLOGY 





Biopsy: Definite sntracpittielial bullae and lacu- 
nae are present, located chiefly in the midepi- 
dermis. There are acantholytic cells. There are 
no corps ronds or grains. Incidental round cells. 
and polymorphonuclear leukocytes are present in 
some vesicles. 


Discussion 


Dr. Perry M. Sacus: I think this is a typical 
case of Hailey-Hailey both clinically and micro- 
scopically. 

CHAIRMAN SoBEL: Loewenthal recently reported 
experimental work on patients with familial benign 
pemphigus (A.M.A. ArcH. Dermat. 80:318-326 
[Sept.] 1959). Abraded areas of skin were inocu- 
lated with staphylococci and control areas were 
abraded but not inoculated. Within three to four 
days bullae were seen on the inoculated areas and 
these could not be distinguished clinically from 
the bullae which the patients spontaneously de- 
veloped; histologically they were identical. The 
control areas showed no reaction except simple 
erythema. He, therefore, believed that this disease 
is a manifestation of impetigo in persons with an 
inherited predisposition to acantholysis. In other 
cases antibiotics applied topically cleared up the 
lesions. 

Dr. ARTHUR B. Hyman: I think the late Dr. 
Rein many years ago produced experimental lesions 
in Hailey-Hailey’s disease which had the typical 
histology of the disease. Though clinically the 
behavior of the lesions suggest a pyogenic etiology, 
as the factor, this, however, is not the basis for 
the disease, which is of genetic origin. Dr. Max 
Wolf recently showed me a case of Hailey-Hailey’s 
disease with mouth lesions in which a biopsy was 
performed and the specimen from the mouth 
lesion showed the typical histology of Hailey- 
Hailey’s disease. I think that is the first case in 
which mouth lesions have been found. 

In the Hailey-Hailey’s original article the pa- 
tient also had lesions on the cornea. 

Dr. Perry M. Sacus: In Dr. Rein’s original 
case we did the pathology. We found splits in the 
epidermis in clinically clear areas previously in- 
volved. 

Dr. Herbert Spoor: Our plan in this particular 
case is to attempt tb confirm or deny Dr. Loewen- 
thal’s work. We plan to use a staphylococcal im- 
munization procedure but initially fortify that 
with y-globulin injections, I think the combination 
might take care of any Staphylococcus, if Staphy- 
lococcus is the motivating factor. 


Diagnosis: Moniliasis (Fingernails). Presented 
by Dr. Harry Katz. 
From: The New York Hospital. 
Duration: Two weeks. 
Site: Fingernails. 


History: A 2-month-old girl whose nails were 
apparently normal at birth is presented. At age 
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one month her aA noted ie. appearance of 
an opaque white line across several of the finger 
nails. Subsequently there was tenting of the nails 


area spread to encompass the distal half of the 
nails. Treatment with Mycostatin ointment was 
started on Sept. 26, 1959. 

Physical Examination: The fingernails are some- 
what thickened, yellow, opaque, and separated from 
the nail bed. There is no involvement of the 
paronychial tissues nor of the toenails. There 
are no mouth lesions. 

Laboratory: Both KOH preparation and culture 
taken from the fingernails were positive for 


Candida albicans. Oral and rectal swab show no | 


growth as yet. 


CHAIRMAN SOBEL: 
the mouth? 


Dr. J. Harry Karz: Nathog was found in the 
mouth. 


Dr. FrepertcK Reiss: One generally expects 
positive findings of Candida albicans when parony- 
chial tissues are involved. It is rarer to trace these 
fungi in onychia. We have, however, observed in 
a number of cases of adults with dystrophies of 
nail plates opacity and brittleness, similar to the 
case presented. We considered such cases as tricho- 
phyton infections, but in the scrapings yeasts were 
found, and the cultures proved to be Candida 
albicans, 


Dr. MABEL G. SILVERBERG: I wonder if the 
mother has been investigated for moniliasis, since 
she may have transmitted the infection to the baby. 


Dr. Georce M. Lewis: I do not think the clini- 
cal appearance of these nails has been sufficiently 
emphasized. This is a unique manifestation of 
moniliasis, and I think it only occurs in children 
and babies. In adults when there are yellow, 
friable, and otherwise dystrophic nails, the finding 
of Candida albicans would not satisfy me that a 
Trichophyton was not more deeply located. 


Doctor, I wonder if the presenter can tell us 
if this baby has diarrhea. Some of the early fetal 
acrodermatitis enteropathica mild cases look like 
this one, secondarily contamirated with monilia. 
If ordinary antifungal measures do not work, and 
the child shows some gastrointestinal upset, pos- 
sibly Diodoquin might be a help. 

Dr. Davin Bioom: A diagnosis of acroderma- 
titis enteropathica cannot be made except when 
the essential features are manifested, These are 
the typical eruption of the distal parts of the 
extremities, of the orifices, the alopecia ,of the 
scalp, and the gastrointestinal disturbance with 
the peculiar mental makeup. However, it is en- 
tirely possible that there are abortive cases which 


Were any thrush found in 
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marked paronychia. Dr. Bloom is probably refer- | 


doses of hydrocortone. Repeated cultures of the 


-show only these features in very mild form. The ae 
presence of nail changes in this child typical of « 
monilia infection does not permit the diagnosis of — 
acrodermatitis enteropathica. ` 


Dr. GeorceE M. Lewis: If I may be permitted 
to speak twice on this case, the diagnosis ie | 
acrodermatitis enteropathica has always interested 
me, but I have yet to see clearly this picture as- ; 
a clinical entity. Almost all these patients have — 
Candida albicans as a finding, and usually no other — 
micro-organism is discovered. Diodoquin therapy — 
is reputed to be effective but only after a pro- 
longed course and often only improvement and not — A 
cure is reported., It is not a very specific drug, “ 
although most observers think it helps this dis- 
order. Sg AH 

Dr. Davm Broom: It is a fact that in very, — 
many cases of acrodermatitis enteropathica there bs 
are present orificial lesions and nail changes sug> e 
gesting moniliasis. But this phenomenon is, I — 
believe, secondary to an underlying abnormality ` 
which produces also the skin lesions, which are F 
not at all characteristic of moniliasis, in addition 
to the alopecia and the paroxysms of the gastro- ` 
intestinal disturbance associated with mental pe- f 
culiarity. Acrodermatitis enteropathica is so unique k 
in its clinical manifestations that it is justifiable © 
to consider it as an entity. Even if moniliasis would ~ 
be an essential part of the syndrome of acroderma- E 
titis enteropathica it would be justified to separate Be 
this disease from any other moniliasis cases, as E 
a separate entity. The fact that acrodermatitis 
enteropathica is unquestionably a hereditary en- eg $ 
tity forces us to classify it as a special disease a 
with the tendency to monilia infection as a part — 
of the manifestations. | a 

I should like to ask De: Kesten to tell us about © Je 


her experience with acrodermatitis enteropathica. 

Dr. Beatrice M. Kesten: I am on Dr. Bloom's A E 
side, and I am sorry to disagree with Dr. Lewis, E ; 
as I believe that acrodermatitis enteropathica is- a 

a very real entity characterized by a dermatitis, 
more concentrated at mucocutaneous junctions and — 
the acra, alopecia, nervous symptoms, and usually 


Ve 
ring to a child who died of this disease and whose | 7 i 
record he has reviewed. No Moniliae were isolated 
from the skin or gastrointestinal tract before or Be 
after death. He died of an overwhelming Pseudo- Ne 
monas infection. Except for the skin and lungs — ea 
all organs were normal, including the pancreas. ee 
Unfortunately, two years later, his little sister who © 
was then 3 months of age developed the same E 
recurrent characteristic dermatitis, diarrhea, and 
nervous symptoms. During the past 10 months she — 3 
has responded fairly well to Diodoquin and aval a 
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skin and feces have shown no C. albicans. C. 


e parapsilosis has been isolated from the feces. No 
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Giardiae have been isolated. It is my belief that 
a patient with acrodermatitis enteropathica may 
have a superimposed monilia infection which is 
fortuitous. 


Dr. Frank E. Cormra: I am inclined to agree 
with Dr. Lewis. It has been pointed out repeatedly 
by various discussers that moniliasis is a secondary 
manifestation, I think even when we see localized 
moniliasis it is always secondary to something and 
this so-called entity may be secondary to intestinal 
infection.” The point that I wanted to discuss was 
this: the rather peculiar type of development is 
limited to the nails and this might point up, if 
appropriate studies were done, why people get 
monilia infections. In other words, is there some 


. difference in the composition of the nails or skin 


of this child as compared to that of adults? It 
might be worth investigating. 

Dr. Atrrep W. Korr: Dr. S. Rothman recently 
presented a paper at the Cleveland Dermatological 
Society on “Some Unusual Forms of Cutaneous 
Moniliasis” including monilial granuloma and acro- 


_ dermatitis enteropathica (A.M.A. ARCH. DERMAT. 


79:598, 1959). In some of these patients with 
peculiar susceptibility to cutaneous moniliasis and 
acrodermatitis enteropathica, abnormal pancreatic 
function could be demonstrated by laboratory 
methods or clinical findings. He mentioned the use 
of radioactive labeled protein which when given by 


= mouth is hydrolyzed by pancreatic enzymes. The 
_ by-products of this digestion are excreted in the 


urine. In cases with poor pancreatic production 
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(or excretion) of pancreatic enzymes there is a 
decrease or absence of such by-products. Perhaps 


this or some similar pancreatic function tests could 


be carried out in this patient. There is some 
similarity between celiac disease and the diarrhea 


; i that these children often have. 


Dr. J. Henry Karz: In closing I should like 
to answer some of the questions that have been 


_ asked. The baby does not have diarrhea. We have 


arranged for the mother to be examined by the 


- Gynecological Department to determine if she has 
a monilial vaginitis. This is the second such case 


that I have seen. Four years ago I saw an infant 


= about 6 weeks old with crumbling distortion and 


friability of most of the fingernails. As Dr. Lewis 


brought out, the nails resembled a trichophyton 
- infection and wre not typical of monilia. Because 


of the baby’s age, I decided to wait and advised 


no local treatment. There was spontaneous regres- 


sion, and within eight weeks the nails completely 
cleared. We had taken photographs and I intended 
to write the case up. When I looked at the litera- 
ture I found that several other cases had already 


been reported of monilial onychomycosis in infants. 


The mother of this particular child had proven 
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monilial vaginitis. It is probable that the baby 
acquired the fingernail infection during the passage ` 
through the birth canal. Dr. Reiss mentioned that 
preceding or concomitant paronychia are not neces- 
sary to make a diagnosis of monilial onychomycosis. 

Recently I was involved in a medical legal dis- 
pute where an insurance company doctor claimed 
a dishwasher had no monilia infection because the 
patient never evidenced paronychia. I was able to 
show considerable literature to the effect that you 
do not have to have paronychia associated with 
monilial onychomycosis. I suspect that this young- 
ster’s nails will spontaneously improve because the 
nails are better now than they were just a week 
ago. I think in three or four weeks the nails will 
be entirely clear, using no medication at all. 

Dr. Georce M. Lewis: It is difficult to assess 
specificity when several months are required for 
improvement to take place. So many other variables 
enter into the estimations including a spontaneous 
recovery. Candida albicans may be manifest in a 
variety of ways. An old patient may die of systemic 
moniliasis, and an infant may die of an over- 
whelming infection in the gastrointestinal tract 
and in the brain, whereas, the common forms in 
adults have a high nuisance value only. Derma- 
tologists have called this disease erosio interdigitalis 
blastomycetica, water-bed dermatitis, mycotic ec- 
zema, chronic paronychia, perleche, and other 
names, all synonyms for moniliasis. Now we have 
another title and it may be some time before we 
shake this acrodermatitis enteropathica. Not being 
able to find Candida in every little piece of tissue 
does not mean that you have eliminated moniliasis 
from consideration. 


Diagnosis: Tinea Capitis et Corporis (T. Rub- 
rum). Presented by Dr. Harry KATZ. 
From: The New York Hospital. 
Duration: Twelve years. 


Past History: A 15-year-old boy was first seen 
at the dermatology clinic in 1948 with a one year 
history of scaly lesions of the face, scalp, trunk, 
and extremities. Mycologic studies revealed a 
Trichophyton rubrum infection. Scalp hair was 
fluorescent. The patient did not respond well to 
conventional therapy. 

Personal History : ' Good general health; no other 
skin lesions. 

Examination: The patient was again seen on 
Feb. 3, 1959, for consideration of treatment with 
griseofulvin. At that time physical examination 
revealed patches of partial alopecia on the scalp 
with some fine scaling. The face, trunk, abdomen, 
extremities, palms, and soles revealed diffuse 
patches of erythema and scaling.*The nails were 
not involved. 

Plan of Treatment: Griseofulvin 250 mg. t.i.d. 
for the first twe months. A maintainence dose of 
250 mg. datly for the next four months was, given. 
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The patient was followed with weekly WBC, 
differential, urinalysis, KOH slides, and culture for 
fungi. 

Course: The patient had no side-effects and no 
deviation from normal in the laboratory work. 
There was no weight loss. KOH slides and cultures 
became negative during the third week of therapy. 
Improvement in all lesions was noted during the 
third week of therapy with decrease in erythema, 
sealing, and pruritus. By the fifth week all body 
lesions had resolved completely with the exception 
of the scalp, face, palms, and soles, which still 
revealed erythema and scaling. By the end of the 
10th week all lesions had resolved except for the 
scalp which still reveals some alopecia and scaling. 


Discussion 


Dr. Douctas P. Torre: This youngster had 
very extensive tinea since childhood. We have been 
following him over 10 years. The scalp, the face, 
the trunk, and extremities were involved. There 
was a good clinical response to griseofulvin. He 
received griseofulvin from February to August. 
After one month without treatment he is already 
showing recurrence on the scalp. 


Diagnosis: Hypertrophic Lichen Planus. Pre- 
sented by Dr. CHARLES SHEARD. 
From: The New York Hospital. 
Duration: Four years. , 
Sites: Lower extremities. 


History: A 31-year-old Negro laboratory tech- 
nician noticed the onset of a very pruritic papular 
eruption four years ago on the lower extremities. 
The lesions become more pruritic during the sum- 
mer months. Various medications have been used 
with little effect. 

Family History: Noncontributory. 

Examination: The tongue reveals discrete white 
plaques. Lichenified plaques with hyperpigmenta- 
tion are present over both knees and on the lateral 
aspect of the left leg. 

Biopsy: There is hyperkeratosis and hypergranu- 
losis. The epidermis is irregularly acanthotic. The 


Mycosis 


rete pegs are elongated, but only some are peg-like. 
There is a dense lymphocyte infiltrate in the upper 
cutis. Impression: Atypical hypertrophic lichen 
planus or neurodermatitis. | 


Discussion 


Dr. ADRIAN NEUMANN: I presented at the 
Academy a patient with lichen planus treated for 
several years without any result, by many other 
dermatologists, Mainly he had itching and we know 
that the more the patient scratches the worse 
becomes the lichen planus, I decided to put Unna 
zinc boot on to prevent the patient from scratching. 


After weekly removal of the Unna boot, an in- S 


spection of the patient’s leg revealed a gradual 
flattening of the lesions and finally complete heal- 


ing. 


Dr. SACHS: I think the slide shows unquestion- — 


ably a hyperkeratotic lichen planus. 


Dr. ALEXANDER W. YounG Jr.: Over the last 
two or three years I have presented several cases 
of hypertrophic lichen planus before this society. 
These cases were treated by several methods, one 
of which was the application of thorium X which 
proved very successful. Recently I have been in- 
terested in collecting a small series of cases in 
which I have used injection of hydrocortisone. 
The results of this technique have been rewarding, 
Folliculitis Dr. 

CorRMIA. 

Drug Eruption? Erythema Multiforme. Presented by Dr. 

Joun W. DOUGHERTY. 

Gold Dermatitis? Presented by Dr. CHARLES SHEARD. 
Scleroderma. Presented by Dr. CHARLES SHEARD for Dr. 

E. LreicGH WORTHINGTON. 

Case for Diagnosis. Drug Eruption? Lichenoid Sarcoid? 

Presented by Dr. HERBERT SPOOR. 

Dermatitis Herpetiformis (Controlled by Niacin). 
sented by Dr. DOUGLAS TORRE. 
Epitheliomatosis (Basal-Cell). Presented by Dr. ALEXANDER 

W. YouNG JR. 


Lymphoblastoma? Presented by Dr. ALEXANDER W. 
YounG JR. 


Decalvans? Presented by Frank E. 


Pre- 


Fungoides. Presented by Dr. ALEXANDER W. 


YouncG Jr. 


NEW YORK ACADEMY OF MEDICINE, SECTION ON DERMATOLOGY AND SYPHILOLOGY 


Nov. 4, 1959 


A re-presentation: Previously presented to the 
Dermatology Section of the New York Academy 
of Medicine in January, 1954; Nov. 9, 1954; Feb. 
7, 1956; Jan. 2, 1957; Nov. 6, 1957; and Nov. 5, 
1958. f 


Submitted for publication Feb, 16, 1960. 


Diagnosis: Mycosis Fungoides, Selected Lesions _ 


Treated with Topically Applied Radioactive 

Phosphorus. Presented by: Drs. J. Lowry 

Miter, James T. HEARIN, JAMES P. FLDS. 

From: U.S. Public Health Service Hospital, 
Staten Island, N.Y. 


Patient: A Puerto Rican man, aged 44, who 
came to New York City in 1944. 
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Complaint: Generalized pruritic eruption since 
Ee 1943. 

ae History: The patient first noticed light-colored 


= spots on the hands and forearms in 1936. These 
- were asymptomatic until 1943, when pruritus was 
noted. In 1944, thickened and hyperpigmented 
=~ lesions of the skin developed and gradually be- 
4 came rather generalized. In 1954, after repeated 


=- skin biopsies, the diagnosis of mycosis fungoides 
= was established, 

4a l Treatment has consisted of roentgen therapy 
to the larger, more pruritic lesions. In 1955, 


the patient developed a large ulcerative, fungating 
= lesion in the left lower scapular area which proved 
to be reticulum-cell lymphosarcoma. A good re- 
sponse was attained following two courses of 
roentgen therapy and a course of systemic mustard. 
| In 1956, new lesions developed over the trunk, 
= and a biopsy taken from a fungating area on the 
= chest was reported as reticulum-cell lymphosarcoma. 
= These lesions responded well to radiotherapy. In 
September 1956, the patient was transferred to 
= the Clinical Center, National Institutes of Health, 
~ Bethesda, Md., where he received a course of total 
body electron spray therapy with excellent results. 
In September, 1957, he was re-treated with roentgen 
` therapy to scattered areas of recurrent infiltrative 
- plaques on the trunk and extremities. 


A Description: There is a generalized dermatitis 
=- with numerous violaceous hyperpigmented, licheni- 
-~ fied, plaque-like, and infiltrative lesions, some of 
which show excoriations. There are also additional 
areas of hypopigmentation and cicatrization. There 
E is superficial ulceration over the bony prominences 
T jn the hypothenar area of the right hand and 
superficial fissuring on the dorsa of several of 
the fingers. There are small, discrete axillary 
and submental lymph nodes and rather firm non- 
discrete bilateral inguinal adenopathy. 
¢ Be Laboratory Examinations: The blood count has 
E = remained normal with the exception of a persistent 
mild to moderate eosinophilia which has been 
a noted over the years. A slight elevation of the 
= serum alkaline phosphatase and thymol turbidity 
values is a constant finding. Serum cholesterol levels 
are elevated to 330 mg. per cent. The eighth and 
ae ninth ribs on the left show pathological fractures 
ag - due to radiation necrosis. 
ae Course: The patient was readmitted to the hos- 
<- pital in February, 1959, for treatment of recur- 
= rent lesions over the body. Response was poor 
to roentgen therapy of an order which formerly 
had produced regression of the lesions. Due to 
the unavailability of electron spray therapy at 
this time, it was decided to explore the use of 
other forms of #-radiation. The physical prop- 
erties of radioactive phosphorus, the ease with 
which it could be applied by means of blotting 
paper pads, and the possibility of accurate deter- 
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mination of the dosage suggested that it might 
be a useful means for utilization of B-radiation, 
at least for localized areas, of mycosis fungoides. 
In May, 1959, in cooperation with the Radiology 
Department of our hospital, single infiltrated lesions 
over the inner aspects of both thighs were treated 
with disks of blotting paper impregnated with 
radioactive phosphorus. A mild erythema was noted 
within a few days time in the treated areas and 
within two weeks it was apparent that regression 
of the lesions was occurring. This favorable re- 
sponse prompted us to treat additional areas in 
September and October, 1959. Currently, therefore, 
the patient exhibits lesions in three post-treatment 
stages: lesions treated six months ago which show 
complete regression but with peripheral recurrence 
just outside the border of the treated area; lesions 
treated two months ago which show complete 
regression and no evidence of recurrence, and 
lesions treated two weeks ago with the anticipa- 
tion of being at the height of erythema at the 
time of this meeting. The accompanying anatomical 
Chart and Table give the sites and technical data 
for all of the treated areas: 


Discussion 


CHAIRMAN SosBeL: How often was it applied 
and what dose? 

Dr. JAMES T. HEARIN: The dosages were varied 
in this patient for each area treated. These were 
listed on the appended history. We found a solu- 
tion of radioactive phosphorus a convenient mo- 
dality for B-radiation therapy. A solution was 
prepared containing 15 mg, of radioactive sodium 
hydrogen phosphate per cc. Blotter paper is cut 
to the size of the lesion to be treated. This is 
placed in a Petri dish and the solution poured 
over it. It is then dried in an oven or over a hot 
plate, and then the blotting paper is put directly 
on the lesion, being held firmly in place with 
bands of adhesive tape. We usually leave the paper 
in contact with the lesion for a period of 24 
hours, but there has been some variation in dosage 
delivered since we were interested in determining 
the smallest amount of f-radiation used in this 
manner that would cause effective resolution of the 
lesion. i 

CHAIRMAN Sober: Is that applied more than 
once? 

Dr. HerarIN: It has not been necessary to date 
to treat the individual lesions more than once. 
The patient, however, has received more than one 
treatment since we desired to observe the response 
of the lesions over a period of time. Our first 
application was six months age to lesions on the 
inner aspects of the thighs. He then received treat- 
ment two months ago to lesions on the forearms. 
The most recent treatment was given two weeks 
ago, in arder to demonstrate the amount of transi- 
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Solid, treated six months ago, 686 microcurie hours per cm.” 
Lines, treated two months ago, 470 microcurie hours per cm.” 
Dots, treated two weeks ago, 510 microcurie hours per cm.” 


tory reaction one would receive from an “erythema 
dose” of P™, These various treated sites were 
mapped in different colors on the chart appended 
to the patient’s history. 

CHAIRMAN Sopet: Is there anything else you 
wanted to tell us about it? 

Dr. Heartn: I wish to point out that we are 
not recommending P™ in topical form for the treat- 
ment of mycosis fungoides with widespread distri- 
bution of lesions such as this patient shows. We 
selected this case because we felt that the known 
radiosensitivity of his lesions would more clearly 
show what we wanted to demonstrate about the 
response to this form of @-radiation therapy. We 


do feel, however, that where there are only a few 
localized lesions of mycosis fungoides present, this 
form of therapy might prove very valuable from 
time to time, At a later date we hope to demon- 
strate its usefulness in other superficial dermato- 
logic conditions. It is a pure form of 8-radiation 
and 48% of it is absorbed within the first milli- 
meter of tissue. The maximum depth of penetration 
is 8 mm. Histopathologic studies of demonstrable 
tissue radiation reaction following the use of P% 
in this manner have shown that it extends only toa 
depth of 5 mm. 


We feel that it is a very safe and convenient 
form of radiation therapy for use on the skin. 


Anatomical Chart for Treatment of Patient 


a eS el 


Total 
Date . Surface 
Treated , Anatomical Areas Area 
May, 1959 Inner aspects of thighs 7 cm,? 
Sept. 2, 1959 Left antecubital area; 4th finger EA 
and hypothenar eminence, rt. 102 em. ? 
Oct. 21, 1959 Right arm ies 255 cm. ? 


* Befa roentgen equivalent. 


Microcuries 
Duration of of P+: Microcurie Surface rB * 
Application Used Hr/Cm. ? to Area 
s 

24 hr. 200 686 3,464 

24 hr. 2,000 470 2,374 

65 hr. 2,000 510 2,575 
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Because of the way in which it is applied on pre- 
cut blotter paper, one can easily treat irregularly 
shaped lesions or lesions that are somewhat raised 
or creased. It cannot be recommended for office 
practice use, however, since one has to be licensed 
by the Atomic Energy Commission, and that license 
depends in great measure upon the available method 
of disposal of the used radioactive material. Any 
large institution with an accredited Radiology De- 
parement usually has therapists licensed for its use, 
however. 

Dr. ANTHONY N. Domonxos: Radioactive phos- 
phorus emits 8-radiation, and, therefore, the depth 
of the penetration of the rays is limited to the 
B-ray range. The #-rays are emitted from 
the dried filter paper; therefore, the source of the 
B-rays is not absorbed into the tissue. I believe 
the first medical use of P® was for the treat- 
ment of baSal-cell epitheliomas around 1942. 


I should like to make just one suggestion and 
that is that some of us have found that thorium 
X is also very effective in the treatment of mycosis 
fungoides. We have a number of patients whom 
we have treated over a number of years with 
thorium X with excellent results. Since thorium 
X and P® are available to Dr. Hearin, it would 
be interesting to compare the effects produced by 
these substances on comparable areas. I believe 
that he will get as satisfactory results with thorium 
X as he did with P”. 

The problem of radiation protection, which is 
ever increasing with the increased supply of ioniz- 
ing forms of radiation being available, the disposal, 
and the protection of personnel, may be limiting 
factors for extensive use of P™. 


Dr. FrepericK Retss: In conjunction with the 
Department of Medical Physics at Montefiore 
Hospital, we have also used P® as a research tool 
in psoriasis, in seborrheic dermatitis, and circum- 
scribed neurodermatitis. We have used 304 over 
one inch squares in area, and we found in many 
instances improvement after one single application. 
I also should like to mention that radioautographic 
studies have demonstrated that P® does penetrate 
to the cutis but not beyond that. 


Dr. Frank E. Cormia: If I understand correct- 
ly, Dr. Reiss and Dr. Domonkos, when P® is 
applied to the skin it is not absorbed except into 
the cutis and not absorbed in the system. I am 
wondering if there are any objections to using such 
a preparation over widespread areas? 

The other question I have relates to the fact 
of resistance to x-ray therapy. As you all know, 
mycosis *fungoides at times may be resistant to 
ordinary superficial radiation. Many of those cases 
are later successfully treated by Dr. Frommer in 
Boston with cathode therapy. I am wondering as to 
the response to P® in patients who are resistant 
to ordinary superficial x-rays. 
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Dr. AntHony N. Domonkos: | think that it 
should be understood, at least my conception of 
mycosis fungoides being resistant to radiotherapy, 
that if it is resistant to one form of radiation 
therapy, it is resistant to all forms of radiation. 
The production of ionization in a-radiation from 
thorium X may have a greater biological effect 
than y or high voltage therapy on the superficial 
layers of the skin. 

CHAIRMAN Soset: Before closing I should like 
to ask whether any blood counts were done to 
follow up this therapy, because I do not see any on 
the record. 

Dr. HEARIN: Follow-up blood counts have been 
done once weekly on this patient. They have re- 
mained within normal limits at all times. Due to 
the desire to include as much pertinent information 
as possible concerning therapy in the record and yet 
keep it brief for the convenience of the physicians 
examining the case this evening, we did not include 
routine laboratory data that suggested no abnormali- 
ties. 

I feel Dr. Domonkos has covered the questions 
raised by Dr. Cormia very adequately. I have 
nothing further to add. The suggestions and advice 
given this evening are appreciated, particularly the 
comparative study suggested by Dr. Domonkos. 

A re-presentation (Previously presented before 
the Section on Dermatology of the New York 
Academy of Medicine on Jan. 2, 1957, and Nov. 
5, 1958.) 


Diagnosis: Subcorneal Pustular Dermatoses of 
Sneddon and Wilkinson or Pemphigus? Pre- 
sented by Drs. J. Lowry MILLER, James T. 
HEARrRIN, and THEODORE A. LABow. 


From: U.S. Public Health Service Hospital, 
Staten Island, N.Y. 

Patient: A 51-year-old white man. 

History: The patient has had a vesiculobullous 
eruption since 1951. Although originally confined 
to the intertriginous zones, lesions subsequently 
appeared on the trunk and extremities. There have 
been no mucous membrane lesions, and except for 
allergic rhinitis the patient’s general health has been 
excellent. 

From 1955 to, 1956 the patient was followed at 
another facility with the diagnosis of dermatitis 
herpetiformis. However, the biopsy was incon- 
clusive, and no real improvement was noted on 
either a short course of corticosteroids or prolonged 
therapy with Promacetin and sulfapyridine. 

This case was originally presented in 1957 for 
diagnosis and it was the consensus at that time 
that he had pemphigus. 

Since September, 1959, the "patient has been on 
sulfapyridine 2.0 gm. daily. Although there has 
been a moderate degree of improvement noted, this 
is somewhat difficult to evaluate since patient 
has shown spontaneous-remissions of almoste equal 
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magnitude in the past. Sulfapyridine therapy was 
instituted because it was felt that the clinical 
and histological findings were compatible with a 
diagnosis of subcorneal pustular dermatosis. 

Findings: The patient has a widespread eruption 
involving the trunk and extremities which shows 
some predilection for intertriginous areas. The 
primary lesion is a superficial vesicle which tends 
to become moderately cloudy and then ruptures 
leaving a denuded base which heals rapidly with 
slight hyperpigmentation. The Nikolsky sign is 
negative. 

Laboratory and X-Ray Data: CBC, urinalysis, 
STS, BUN, fasting blood sugars, liver function 
studies, and protein electrophoresis were all within 
normal limits. Cultures for bacteria and fungi were 
negative. The Tzanck test was negative. 

Biopsy (#23135). Sections of a lesion of the 
right instep reveal a somewhat edematous and 
slightly acanthotic epidermis. This shows a very 
superficial vesiculation. The vesicle was formed by 
the lifting away of the stratum corneum. This con- 
tains no hyphae. The vesicle contains an amorphous 
coagulum. Along the Malpighian layer, one sees 
groups of polys and acantholytic cells. In the 
cutis is an extremely slight chronic inflammatory 
reaction, The lesion is one of a vesicular nature. 
Pemphigus must be considered as a_ possibility. 
Benign pemphigoid must also be thought of. 

Diagnosis: Vesicular dermatitis. 

Biopsy (#29078). Many sections of this speci- 
men of skin from the chest were prepared. These 
showed only a mild inflammatory reaction. Recuts 
were made and in these examinations revealed a 
superficial pustule, the dome of which was formed 
by the stratum corneum. One also noted acantholysis 
and some acanthosis. The underlying cutis showed 
a mild inflammatory reaction. The histopathology 
suggests a diagnosis of pemphigus. 

Diagnosis: Pustular dermatosis, pemphigus or 
pemphigoid. 

Biopsy (#30821). Examination of sections of 
a cutaneous lesion of the abdomen reveals a super- 
ficial vesicle pustule, the dome of which is com- 
posed of the thin keratin layer. The cavity contains 
a coagulum and masses of leukocytes, most of 
which appear to be polymorphonuclear cells. The 
underlying epidermis is edematous, the cells being 
separated by fluid. The upper epithelial elements 
show some evidence of acantholysis. The underlying 
cutis is the site of a mild inflammatory reaction. 
The lesion does not have the characteristic quali- 
ties of a benign familial pemphigus. It is some- 
what more suggestive of a pemphigus foliaceous, 
although even from this standpoint, it is not charac- 
teristic. 

Diagnosis: Vesicular pustular lesion—pentphigus 
foliaceous ? ' 

Biopsy (#30824). Sections of a*small specimen 
ofeskin, from the left thigh reveal the remains of 
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a superficial vesicle which shows some acantholysis 
of the upper epithelial cells. The underlying epi- 


dermis is edematous and somewhat acanthotic. The - 


cutis shows a slight chronic inflammatory reaction. 

Diagnosis: Vesicular inflammatory dermatosis. 
Pemphigus foliaceous? 

Biopsy (#32403). Sections of a lesion of the 
skin of the left arm reveal a subcorneal bulla, the 
cavity of which is filled by numerous eosinophilic 
polymorphonuclear leukocytes and a few swollen 
rounded epithelial cells which have separated from 
the upper portion of the stratum Malpighia. The 
underlying epidermis is edematous and somewhat 
acanthotic. The subjacent cutis is also edematous 
and the site of a moderate chronic inflammatory 
reaction. Most of the infiltrating cells appear to be 
mononuclear and the superficial vessels are con- 
gested. The slight acantholysis and the superficial 
bulla suggest a diagnosis of pemphigus foliaceus. 
One might, in view of the history, consider the 
diagnosis of subcorneal pustulosis except perhaps 
for the slight acantholysis. Benign pemphigoid 
would seem to be eliminated as it is not subepider- 
mal, 

Diagnosis: Pemphigus foliaceus? 


Discussion 


Dr. G. STEIGLEDER: Several biopsies were per- 
formed in this case which enabled us to follow up 
the formation of the blisters step by step. The most 
striking finding was a slight acantholysis of the 
epidermis cells of the upper stratum granulosum 
just beneath the stratum corneum. These blisters 
heal without invasion of leukocytes of any type and, 
therefore, without the formation of a pustule. They 
dry out and are eliminated through the stratum 
corneum. In other blisters of the same patient many 
leukocytes are found. Here the histological picture 
of typical cases of subcorneal “pustular” derma- 
titis is present, 

I feel this case belongs to the entity described 
as subcorneal pustular dermatitis, but, if that is 
true, the name is a misnomer. Maybe not all the 
authors had the occasion to examine several biopsies 
and, therefore, missed the development of blisters 
with acantholysis only. There is one other diag- 
nosis to be considered histologically: Pemphigus 
foliaceus but the clinical picture is not in agree- 
ment with that. 

Dr. Perry M. SaAcus: I saw the slides. Clinical- 
ly I thought of parapsoriasis. However, the slide 
does show the picture of a subcorneal pustular 
dermatosis, I did not see real acantholysis. I did 
not have time really to study the slide, but I saw 
some edema between the cells of the upper epider- 
mis. Microscopically, this would fit in with sub- 
corneal pustular dermatosis. 

Dr. FrepertcK Retss: If I had not seen the slide, 
I should have clinically made the diagnosis of 
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Duhring’s disease, but of course the histology does 
not bear me out in this concept. However, we also 
should be aware that there are varieties in Duh- 
ring’s disease, such as the localized Duhring’s 
disease and the vegetating type of Duhring’s 
disease. I am wondering whether Duhring did 


-© not so describe a pustular variety of Duhring’s 


disease. The original description of Sneddon and 
Wilkinson, as I can remember, is an erythematous, 
squamous, serpiginous type of eruption, and I also 
recall that these cases respond readily to sulfone 
drugs, and in a similar way to sulfapyridine. Ap- 
parently there is a good deal of similarity between 
the therapeutic response in this clinical entity and 
Duhring’s disease. I wonder whether an intensive 
research in this direction might not classify the 
subcorneal pustular dermatosis among one of the 
varieties of Duhring’s disease. 


Dr. T. A. Lasow: When this patient was pre- 
sented before this group in 1957, it was the unani- 
mous opinion of the discussers that he had 
pemphigus. Some classified it as foliaceous, others 


as Senear-Usher, others felt it could not be quali- 


fied further. Since that time there has been no 
essential change in the patient’s condition except 
for the improvement with the course of sulfapyri- 
dine. The similarity between this case and several 
which have recently appeared in the literature 
with the diagnosis of subcorneal pustular dermatosis 
prompted us to review this subject further, We 
feel the clinical and histological picture in this case 
is consistent with this diagnosis. The one disturb- 
ing feature to us was the presence of slight 
acantholysis; in fact on one of the biopsies several 
years ago, Dr. Machacek commented: “Except for 
the acantholysis I would have made the diagnosis 
of subcorneal pustulosis.” Several articles have 
appeared recently, notably the case reports by 
Francis Ellis and Burns and Fine, reporting the 
presence of acantholysis in their cases. This was 
not a feature in the original cases presented by 
Sneddon and Wilkinson, as Dr. Reiss mentioned. 

There has been a great deal of comment about 
the relation of this disease to dermatitis herpeti- 
formis because of the common denominator of a 
good, therapeutic response to sulfapyridine and sul- 
fones. The problem of their exact interrelationship 
remains to be further elucidated. However, even 
the writers I just mentioned have not been con- 
sistent in using therapeutic response as a point 
of differentiation because although both Ellis and 


Burns and Fine mentioned that this disease, namely, 


subcorneal pustular dermatosis, is not uniform 


_in response to sulfapyridine, Ellis feels that the 


lack of unfformity is seen with herpetiformis as 
well, whereas Burns and Fine feel herpetiformis 
always responds to sulfapyridine. We feel the pa- 
tient has dome fairly well on sulfapyridine. We 
may perhaps engage in a therapeutic trial with 
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Promacetin or diaminodiphenyl sulfone, known 
under the trade name of Dapsone, which the 
British have reported to be so successful. We have 
not found a source of supply. 


Case for Diagnosis: Subcutaneous Calcifications 
Involving the Proximal Extremities. Pre- 
sented by Drs. J. Lowry MILLER, HERSCHEL C. 
Gore JR., and THEODORE A. LABOW. 


From: U.S. Public Health Service Hospital, 
Staten Island, N.Y. 

Patient: A 49-year-old white man. 

History: The patient presented himself because 
of a one-month history of progressive discomfort 
in the left shoulder with no antecedent history 
of trauma. X-rays revealed diffuse calcification in 
the deltoid and supraclavicular areas. Because of 
associated indurated skin lesions the patient was 
referred to the Dermatology Service for further 
evaluation. 

At age 14 a firm painless mass above the left 
elbow was first noted without prior trauma or in- 
flammation. Fifteen to twenty years later similar 
lesions were noted higher on the left arm and 
several years later under the left arm. There was 
only occasional slight discomfort in the lesions, 

Past History: The patient was reared in the 
Philippine Islands and recalls spitting up a long 
worm at age 5 or 6. He had typhoid in his early 
teens and malaria in his late teens. 

Findings: There is marked limitation of motion 
of the left shoulder and some limitation on the 
right. Over the lower portion of the left upper 
arm there is an area which is markedly indurated 
and shows moderate hyperpigmentation. Similar 
lesions are noted more proximally along the lateral 
aspect of the same extremity as well as over the 
posterior aspect. There is also induration to palpa- 
tion over the deltoid region on the right. 

Laboratory and X-Ray Data: Complete blood 
count, urinalysis, serology, BUN, alkaline phos- 
phatase, calcium, phosphorus, albumin, globulin, 
bilirubin, cephalin flocculation, thymol turbidity, and 
blood sugar were within normal limits. Uric acid— 
5.4 mg. %. Three stool examinations were within 
normal limits except for one which showed many 
cysts of Giardia lamblia. Chest x-ray normal. 

X-Ray Reports: Sept. 17, 1959, both shoulders: 
Multiple areas of ‘soft tissue calcification overlying 
the left shoulder area are seen. The possibility 
that some of these densities could represent a 
peritendinitis calcarea as well as diffuse calcific 
process must be considered, and this cannot be 
differentiated on the basis of this film. The 
right shoulder also shows multiple calcific densities 
overlying the deltoid as well as*in the axilla. In 
additian, a very homogeneous density is seen over 
the greater tuberosity which appeared slightly 
different in centrast than the others and may 
represent a supraspinatus tendinitis. Possible etipl 
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ogies are those of calcified dermatomyositis, cal- 
cinosis universalis, or idiopathic panniculitis. 

Impression: Soft tissue calcification, etiology un- 
determined. 

Sept. 17, 1959, flat plate abdomen and films of 
arms and legs: Flat plate of the abdomen reveals 
no evident soft tissue abnormality or bowel pat- 
tern. It is suggested that lateral view of the lum- 
har spine be obtained in order to evaluate a 
questionable spondylolisthesis. No evident soft tis- 
sue calcifications are present. 

Films of the arms again reveal the presence of 
soft tissue calcification which appears to lie in 
both subcutaneous and possibly muscular tissues al- 
though tangential views would be necessary in 
order to rule out the possibility that these are all 
subcutaneous, primarily involving the area of the 
deltoid muscle. Views of the thighs and legs reveal 
the presence of some calcific densities in the soft 
tissue, involving the legs bilaterally with no other 
evident calcification present. 


Impression: Diffuse soft tissue calcification, etiol- 
ogy undetermined, 


Sept. 30, 1959, stereo right humerus: Reveals the 
previously described calcifications in the soft tis- 
sues. Some of these are placed anteriorly in the 
subcutaneous tissue, but it is not completely possible 
to rule out the presence of calcification in the 
muscles. 

Impression: Soft tissue calcification, right arm. 


Biopsy (left lower arm). Examination reveals 
an epidermis which is perhaps slightly acanthotic 
and slightly hyperkeratotic. 
somewhat edematous. In the deeper cutis there are 
definite inflammatory changes. The blood vessels 
show mural thickening, and one appears to have 
been recanalized. They are surrounded by an in- 


filtration of mononuclear leukocytes, many of which - 


have been distorted, their nuclei extruded, and 
deeply pyknotic. There is practically no adipose 
tissue included in this biopsy. Diagnosis: Vasculitis. 
(#34523) 

Biopsy, (left deltoid area). Sections show skin 
with underlying fatty tissue showing numerous 
foci of dense lymphocytic infiltration, groups of 
foamy macrophages, areas of dense fibrosis with 
focal calcification. Small arteries show internal 
thickening and some vessels show surrounding 
lymphocytic infiltration. Diagnosis: Focal fat 
necrosis. (S-59-3623) 


Biopsy, (higher in left deltoid area), The skin 
shows focal infiltration of subcutaneous fat and a 
strange round structure surrounded by a thin layer 
of collagen with a rim of fragmented partially 
calcified material on the inner -surface. The fat 
shows focal collections of lymphocytes aid’ focal 
fibrosis. Some of the inflammatory infiltrations are 
adjacent to small thin-walled vessels, but arteries 
appeas uninvolved. No significant changes are seen 


j . 


The upper cutis is’ 


(S-59-3884). Diagnosis: 
Chronic inflammation of subcutaneous conte 


in the skeletal muscle. 


tissue. te 
Biopsy report from Armed Forces Institute of. 3 
Pathology : The lesion contributed from the shoul- z 
der is interpreted as a manifestation of sclerosing 
lipogranuloma. This diagnosis is based upon the © 
varying-sized clear spaces, some of which are partly — y ie 
surrounded by histiocytes and foreign body giant 
cells. These clear spaces apparently initially con- SEN 
tained lipid. The stroma in between shows a 
marked degree of sclerosis and there are occasio i). oh 
foci of calcification. This may be the reSult of 2 
injection, trauma, or any sort of infection. Pié E 
Course: The patient was seen by the Orthopedic A 
Service and felt to have a bilateral calcific tendin- ~ 
itis which they did not feel was related to his e. 
other calcific disorder. He has been treated with as 
physical therapy and manipulation under anesthesia 
with injection of hydrocortisone without significant 
improvement. No therapy has been given for he d 
cutaneous and subcutaneous lesions. SS 


-0 ATOR 
A; 5 30 
I it! 


i Discussion 
g 
Dr. H. C. Gore: We are confronted with a pa- H 
tient with an essentially negative past history and. 
negative laboratory findings. We have had numerous ~ 
consultations with the radiologists and the pathol-  ~ 
ogists, and we have had more diagnostic possibili- 
ties added than eliminated by the consultations, 
The clinical picture is of subcutaneous calcification A 
while the histopathological appearance is one of 
panniculitis. | A ' 
Dr. JoHN GroopMAN: I should like to say in a4 
the Philippines a great number of cases are diag- s Š 
nosed in childhood or early adolescence as typhoid, 
which may turn out to be trichinosis, and the a 
Trichinella organism as we know becomes ee 
and later on becomes very calcified. I asked Dr. 
Miller about a biopsy in the muscle tissue. He said : 
it was not found. If you have ever seen x-ray ` 
pictures of real calcified trichinosis which started ‘a 
in early childhood or early adolescence to reach 
this man’s age, I think there is a similarity in the 
picture so portrayed. However, to have it soleva 
confined to the subcutaneous layer, I do not ;know 
of that. I think we should entertain the question | 
of trichinosis of childhood here. 


Dr. ARTHUR B. Hyman: I am not offering an- Me 
other diagnosis, but I could suggest a treatment a 
with edathamil (EDTA) as a chelating agent in D 
an attempt to mobilize the calcium from the deposits 
and perhaps resulting in its excretion. If suc- d 
cessful, this would give relief to the, patient from ~ 
the deposits of calcium. 

Dr. Perry M. SAcus: I think there is a definite 
panniculitis and deep vasculitis present, as well as 
calcium deposition. The question lies whether this 
is calcinosis cutis with the other changes to be 
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secondary ; or whether this is primarily a panniculi- 
© tis and vasculitis with secondary calcification. 

Dr. Gore: The question of trichinosis is in- 
teresting. The man has a positive Trichinella skin 
test. Stereo x-rays were taken and as far as could 
be determined the calcification is in the subcutaneous 
tissue, but no absolute statement could be made 
about muscular calcification. When I first saw the 
patient I thought of scleroderma, but the histo- 
pathology did not bear out this diagnosis. We shall 
try to get some EDTA and see if we can mobilize 
the calcium from the tissue. At the present time 
he is off ‘our service, but we hope to have him 
back soon, and shall follow the suggestions offered 
by the discussants, for which we are appreciative. 


Diagnosis: Secondary Syphilis. Presented by 
Drs. J. Lowry MILLER, James T. HEARIN, and 
James P. FIELDS. 


From: U.S. Public Health Service Hospital, 
Staten Island, N.Y. 
Patient: A white man, aged 43. 


Complaint: Persistent ulcerations of the mouth 
and pruritic lesions of the scrotal area for three 
months. 


History : The patient first developed an erythema- 
tous dermatitis of the crural, scrotal, and perianal 
areas in July, which he attributed to heat rash. 
He noted improvement of the rash in early August, 
except for several painless, pruritic, erythematous, 

= papular lesions on the scrotum and perianal area. 
Concomitantly, he developed an ulceration of the 
buccal mucosa which he attributed to an abrasion 
from a toothbrush. During the ensuing weeks he 
developed four more ulcerations on the oral mucous 
membrane which failed to heal. His last sexual con- 

-tact was in late July. Previous sexual contact was 
six or seven weeks previously. He admits to oc- 
casional genital-oral contact with the same woman 
but denies sexual relations with anyone else during 
the past two years. His past venereal disease history 
is negative; he denies knowledge of antecedent 

= penile lesions. 


_ Description: There are five whitish-colored shal- 
low mucosal ulcerations on the buccal area and 
inner aspect of the lips. On the anterior aspect 
of the scrotum there are multiple erythematous 
papular lesions, several of which show slight 
central ulceration. There is a 7 mm. ulceration in 
the right perianal area. These lesions are slightly 
indurated and nontender. There is discrete 1-2 
cm, axillary lymph node enlargement and shotty 
inguinal adenopathy. 
Laboratory Examinations: Dark-field examina- 
tions of scrotal and perianal lesions are positive. 
STS: VDRL, reactive 8 dil; Kolmer, reactive 4 
plus; Mazzini, reactive. 


Course: The patient was treated with benza- 


- thine penicillin G 2,400,000 units. on Nov. 2, 1959. 
é d : 
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Discussion 

Dr. WILLIAM CurtH: I should like to point out 

that the color of the mucous membrane lesions in 

secondary syphilis is not always grayish-white, as 


most textbooks say, but may be yellow. This was 
the case tonight. 


CHAIRMAN SopeL: What were the scrotal le- 


sions ? 


Dr. WILLIAM CurTH: There was a ring-shaped, 
maculopapular lesion. 


Dr. FRANK E. Cormria: I should like to point out 
that apparently there is a tendency to recrudescence 
of this disease. Recently a number of patients with 
primary and secondary syphilis have been seen. I 
recently had a patient with early latent syphilis of 
less than six months’ duration in my office. So I 
think we are going to have to be on the lookout 
a little bit more for syphilis than we have in the 
past, 

CHAIRMAN SOBEL: Of 
mean ? 

Dr. CormiA: Right. 

CHAIRMAN SopeL: The New York City Health 
Department statistics for this year to date show 
that there have been reported in New York City 
about 100 cases a month, which would mean about 
1,200 reported cases of primary and secondary 
syphilis for 1959. This is in contradistinction to a 
yearly total of 550 of such cases in 1955, when it 
had reached its record low. The statistical curve is 
markedly on the upgrade, and more infectious 


infectious cases you 


cases are seen. 


At a recent meeting of one of the Dermatological 
Societies it was stated that in our private offices 
recently the dermatologists are seeing infectious 
syphilis mostly in homosexuals. The great majority 
of these cases have anal primary lesions. I sug- 
gest that this patient be investigated concerning 
homosexual contacts. 

Dr. J. Lowry MILLER: We presented this case 
tonight because cases of primary and secondary 
syphilis are again with us. The younger men have 
not had an opportunity to see syphilis and for that 
reason have difficulty in recognizing it. The point 
I want to bring out is the damage of undertreat- 
ment leading to recurrences often difficult to diag- 
nose. We had a patient who -had urethritis in 
May and presumably was infected with syphilis at 
that time. He was given 1,000,000 units of penicillin 
at that time. By history he had not had sexual 
contact since that time, He came in in late Septem- 
ber with a classical Hunterian chancre. In the 
case presented tonight he was given 2,400,000 units 
of penicillin. Individually, I do not feel that this 
is enough. I prefer to see penicillin given over 
a three weeks’ period Of time. The amount of 
penicillin in my feeling is not half as important as 
the length óf time over whieh it is given. . > 








“SOCIETY TRANSACTIONS 


In our research work, a number of years ago, we 
used to give a total dose of a million units. We 
had many cases of recurrences on this dosage. 

CHAIRMAN SoBEL: What dosage, how often? 

Dr. Miter: I think total is not important. I 
say 5,000,000 units is enough if you give it over 
a long enough period. I, personally, give up to six 
or seven million. The greatest danger with penicil- 
lin, as I can see it, is the anaphylactic reaction, 
which occurs with your first injection. If you miss 
that, urticaria is not such a serious thing as it can 
be handled with cortisone easily. 

CHAIRMAN SoBEL: How many injections, for 
how long, and how far apart do you give the 
injections ? 

Dr. Miter: I say I should give a million units 
twice a week for three weeks for a total of six 
million units. 

Dr. FRANK E. Cormia: I should like to ask 
another question. We have had two patients recently 
that were sensitive to penicillin. We had to treat 
them with broad spectrum antibiotics. What does 
Dr. Sobel consider the minimum adequate dose of 
terramycin or aureomycin? 

CHAIRMAN SOBEL: I can give you the experience 
of the New York City Health Department clinics 
with Terramycin (oxytetracycline) as an example 
of the broad spectrum antibiotics. We like to give 
orally 3 or 4 gm. a day in divided doses, if the 
patient can tolerate it; the minimum effective dose 
is 2 gm. a day in divided doses orally. As a re- 
sult, such patients would be getting from 8 to 16 
capsules daily. They are often able to tolerate 4 
gm. a day. Either way they would be given a total 
of 50 gm. in the treatment course. This has been 
effective treatment, and we have had very few 
patients returning with relapses. The results are 
almost as good as those for penicillin therapy. We 
have experimentally tried Ilosone (erythromycin 
propionate) in smaller dosage; there were too many 
failures, Further investigation with TIlosone given 
in larger amounts is being carried out. 

Dr. James T. HEARIN: We are continuing on a 
reduced scale the program of therapeutic research 
with syphilis first instituted by the late Dr. John 
Mahoney at our hospital. Our current study of the 
efficacy of the newer antibiotics for treatment of 
syphilis is confined to erythromycin. For early 
syphilis we use 250 mg. q.i.d. for a period of two 
weeks. 

CHAIRMAN SOBEL: One gram a day. 

Dr. Heartn: For two weeks. 

CHAIRMAN Sosec: For late syphilis? 

Dr. HEARIN: We are using the same dosage for 
a month. That is somewhat longer than most of 
the reported cufrent studies on the use of eryth- 
romycin in the treatment of syphilis. We, have 
been using this dosage schedule, however, for a 
period of about three or four years. Our follow- 
ups tordate have been very satisfactory. 


CHAIRMAN SoBEL: On the infectious cases? 
Dr. HEARIN: Yes. 


CHAIRMAN Soset: I do not feel that with 
Ilisone therapy the question has been settled be- 
cause they had had several reports recently, and we 
are doing some experimental work along that line. 
The initial schedule laid down by the U.S. Public 
Health Service was to give the patient 10 gm. 


within a period of 8 days and they have upped the — 


dose and we still feel it is experimental. I should 


not advise everybody to use it yet unless they use _ 


it according to your dosage. 
Dr. J. Lowry MILLER: 


ways add a little bit more. 


CHAIRMAN SOBEL: I should say it is our mini- 
mum schedule. I shall call on you again to close. 


I should sat I agree 
with what you have said, Dr. Sobel, only I al- ; 







Dr. J. Lowry MILLER: It is very difficult to be ~ ) 


certain in the treating of syphilis with different 


modalities whether you have cured the syphilis. 


The only way you can tell is by your percentage 


of recurrence of early syphilis. We have always ` 


taken the attitude that in a disease as serious as 


syphilis and a drug no more dangerous than either __ 
Terramycin or erythromycin, it is safer to give — 


a larger dosage over a longer period of time. 
CHAIRMAN SoBEL: How much? 


Dr. J. Lowry Miter: For the total I give the — 
same amount you give daily, but I carry it along 


further. 

CHAIRMAN SoBeEL: How long? 

Dr, J. Lowry MILLER: You stopped at 50 gm. I 
would go to 75 gm. 

CHAIRMAN SOBEL: In infectious cases? 


Dr. J. Lowry Miier: That is right, I think 
you are safer in the long run, and also I believe 


that your risk is so little and your ultimate danger | 


is so great if you do not treat enough. If you can 
possibly use penicillin I still think it is the drug 
of choice. 


Diagnosis: Arsenical Keratoses, Multiple Skin Carcinomata. 
Presented by Dr. H. SHATIN. 

Exfoliative Dermatitis: On Continuous Steroid Therapy 
Eight Years. Presented by Dr. J. LARRALDE. 

Pemphigus Vulgaris: Recurrence After 2-Year Remission. 
Presented by Dr. J. LARRALDE. 


Tuberculosis Verrucosa Cutis. Presented by Dr. J. Lar- 
RALDE. 


Darier’s Disease (Keratosis Follicularis). Presented by 
Drs. J. Lowry MILLER James T. MHEARIN, and 
THEODORE A. LABOW. 

Von Recklinghausen’s Disease (Neurofibromatosis). Pre- 


sented by Dr. J. Lowry MILLER, James T. HEARIN, 
and THEODORE A. LABOW. 

Aeanthosis Nigricans: Benign Type. Presented by Dr. 
H. SHATIN: 

Chronic Diseoid Lupus Erythematosus. 
H. SHATIN. 

Keratosis Follicularis with Oral Lesions. Presented by DR. 
H. SHATIN. 

Pyoderma Gangrenosum, Presented by Dr. H. SHATIN. 
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BF 7: NEW YORK DERMATOLOGICAL SOCIETY 


PJ. Lowry Miller, M. D., President 
a Frank E. Cormia, M.D., Secretary 


= May 26, 1959 


mi On Tuesday, May 26, 1959, 


A 


the New York 

= Dermatological Society celebrated its ninetieth 

D -anniversary with a scientific meeting and a com- 

Sg memorative dimner. The society, founded in 1869, 
= is the oldest dermatological society in the world. 

=; During fhe ninety years since its birth, 726 

scientific meetings have been held. 

a The idea of a dermatological society was con- 
= ceived by Dr. Faneuil Weisse, and he, along with 
3 _ Henry Buckley, Henry Piffard, and Foster Swift 

were the early guiding spirits. The roster of mem- 

bers includes many illustrious names. Especially 

_ worthy of mention, perhaps, are Dr. Robert Taylor, 

a = Dr. L. D. Buckley, Dr. George Henry, and Dr. 
-Howard Fox, Dr. Samuel Sherwell, Dr. Prince 
_ Morrow, Dr. John Fordyce, Dr. George MacKee, 

me Dr. Fred Wise, Dr. Walter Highman, Dr. John 

a Lane, Dr. J. Frank Fraser, Dr. Edward Maloney, 

- Dr. Charles M. Williams, Dr. A. Benson Cannon, 

a and Dr. J. Gardner Hopkins. 

‘i’ Among the past honorary members are such 

_ dermatological greats as Dr. Boeck, Dr. Hebra, 

Dr. Hardy, Dr. Fournier, Dr. Hutchinson, Dr. 


3 Submitted for publication June 16, 1959. 
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Case for Diagnosis: Lichen Planus Atrophicus 
4 ys. Lichen Sclerosis et Atrophicus vs. Poro- 
keratosis (Mibelli) in Zosteriform Distribu- 
tion. Presented by Dr. Maurice J. CostTetto. 


a” » =a 5 
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A 20-year-old American girl was first seen on 
_ May 3, 1945, when she was 6 years old, and she 
| was presented before this Society on May 22 of 
k that year with the diagnosis of lichen sclerosis et 
o atrophicus or lichen planus atrophicus in zosteri- 
~ form distribution. 

N w At that time, she presented a generalized erup- 
| tion which was somewhat pruritic. While the 
= patient was being examined, her mother drew at- 
~ tention to am independent eruption extending from 
Bis) the upper part of the left thigh to the lower third 
7 of the leg, involving the anterior and lateral 
= aspects in zosteriform, nevoid distribution. The 
i Submitted for publication Dec. 7, 1959. 
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Erasmus Wilson, Dr. Edward Keyes, Dr. Besnier, 
Dr. Pick, Dr. Norman Walker, Dr. Adamson, Dr. 
Unna, Dr. Sabouraud, Dr. Darier, Dr. Riehl, Dt. 
Jadassohn, and Dr. Brocq. The present honorary 
members are Dr. Paul Bechet, Dr. V. Pardo 
Castello, Dr. Harold N. Cole Sr., Dr. John T. 
Ingram, Dr. Joseph Klauder, Dr. Fernando Latapi, 
Dr. R. M. B. MacKenna, Dr. Henry Michelson, 
Dr. Luis E. Pierini, and Dr. Udo J. Wile. 


At the ninetieth anniversary meeting, three of 
our honorary members, Dr. Pardo Castello, Dr. 
Joseph Klauder, and Dr. Henry Michelson, 
honored us with their presence. At the dinner, 
these outstanding men paid tribute to past members 
who had taught and fired them with a love for 
dermatology. Dr. Castello spoke of the unity of 
dermatologic thought, and of the brotherly feeling 
between the dermatologists of North and South 
America; Dr. Klauder emphasized the changing 
nature of dermatological practice, and Dr. 
Michelson contrasted dermatological knowledge of 
40 years ago with that of the present day. The 
evening was completed by Dr. Maurice Costello, 
who gave a brief history of the society. 


lesions varied in size from match-head to half- 
dime size, with a sharply circumscribed outline. 
Some were dull red and others had _ hyperpig- 
mented, slightly depressed centers, which were 
studded with follicular plugs. Many of the lesions 
were discrete and some coalesced to form bizarre 
patterns. The mother stated that the eruption 
began when the child was 3 years of age; how- 
ever, it might havé been there since birth. 


The present eruption is little different from 
what has just been described, other than the fact 
that the border is slightly elevated. 


A biopsy performed by Dr. Sachs indicated that 
the histopathology would substantiate a diagnosis 
of nevus. He stated that the epidegmis was slightly 
thickened; that ‘there was little or no reaction 
throughout the cutis. The elastic tissue was 
fragmented but present, and there was no evidence 
of lichen planus. 
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Discussion 


Dr. BARKER: I think this is a clinically typical 
case of porokeratosis of Mibelli for the following 
reasons: It began in childhood. It has a zonal 
distribution. The lesions all have a narrow, 
ribbon-like border enclosing an atrophic area of 
the skin studded over with follicular hyper- 
keratoses. The apex of the border does not show 
the trough, clinically, but may do so under magnifi- 
cation, Lesions of porokeratosis may extend very 
rapidly or remain quiescent for years. Some pa- 
tients have only one or two small lesions. When 


_ the palms or soles are involved, the lesions resemble 


plantar warts or callouses. The disease may be 
hereditary. 

No treatment is of much value. Salicylic oint- 
ment will keep this lesion soft. Large doses of 
thyroid extract have been suggested. I used the 
treatment on one extensive case without benefit. 
A patient with only one lesion on the hand, whom 
I presented before this Society several years ago, 
was treated with electrosurgery. The lesion has 
not recurred. I classify this disease among the 
nevi, in the sense that it is hereditary. 


The zonal distribution of this disease is very 
characteristic. Also, they may have one lesion, or 
most of the body may be involved. A lesion may 
spread or remain stationary, and it is very typical 
that the disease begins in early childhood. 


Dr. Lewis: Dr. Castello pointed out one area 
that had some resemblance to porokeratosis. The 
remainder of the eruption hardly fits the concept 
I. have of that disease. I should think the 
presenter’s impression is the correct one, that this 
is a stellate, depressed nevoid condition, and it is 
not to be classed as porokeratosis. 


I had a fleeting impression that this could be a 
late result of herpes zoster, but after further 
observation this could hardly be seriously con- 
sidered. The process at this time is very inactive. 


Dr. G. K. SteIcLeper (by invitation) : I am im- 
pressed by the fact that the elastic tissue in the 
sections from this case is abnormal. On checking 
the literature concerning porokeratosis of Mibelli, 
I found two cases published hy Jones and Smith 
in the Arch. Dermat. & Syph. 56:425, 1947. 
Actually, these cases were the very first ones 
reported of another condition, namely, elastoma 
intrapapillare perforans verruciforme of Miescher. 
I wrote to Miescher and asked him if he recognized 
these cases as being examples of his disease. He 
agreed that they were. Perhaps, it would be in- 
teresting to study the elastic tissue in another 
biopsy of this case. . 

Dr. Traus: I have no comment on this hevic 
condition except, since Dr. Barker suggested the 
diagnosis of porokeratosis, to ask whether my im- 
pression is correct that presently it, looked more 





practically an inactive state of a group of atrophic _ 


like a burned-out process and that we are e 
from what she said, the 


lesions. Apparently, 





process is at a standstill and we are certainly 


looking at atrophic lesions. 


Dr. BARKER: I think they all look like that, be- 
cause they will go to a point and stop, but it . 


is not what you call burned out. They still have 


a raised, ribbon-like border to them. You still | 
have the follicular hyperkeratoses in the center, aay 
This is not a process in the sense of an inflamma- 
tory lesion. It is a nevoid type of process. It 


will go to a certain point and stop. 
Dr. SAcHs: 


performed at a place that was not at the edge. 
Dr. CostELLo: Oh, it is on the edge. 


Dr. Sacus: If it was taken on the edge, then 


Of course, we could not sub- E: 
stantiate Dr. Barker’s diagnosis microscopically, 
but it is possible, as he said, that the biopsy was — 





we do not find porokeratosis. We found no inflam- | 


matory reaction whatsoever. The elastic tissue, 


while still present, was, for no explicable reason to 


me, all fragmented. Because it lacked an inflam- 
matory reaction, we had to consider that it was cer- 
tainly not granuloma anulare, but that it was a 
nevoid condition. 


I might add one thing, that this tissue was taken, 


remember, in 1945, fourteen years ago. The reason 
I mention this is that I did not want anybody under 
the impression that it was taken recently, and, 


> 


therefore, it was burned out all this time. Evidently, — 


it was taken when the eruption was not too old. 
Dr. CosteLto: It was six years old. 
Dr. Sacus: Yes, but it was not 20 years old. 


Dr. Costetto: Six years, and it was exactly © 


the same as it is now. 
Dr. BARKER: They always are, in porokeratosis. 


Dr. Netson: I think that this patient has 
porokeratosis, but I did not know why, until Dr. 
Barker gave the reasons. 


Dr. CosteLtto (Closing): In this patient, of 
course, we thought of porokeratosis (Mibelli). I 
mentioned it tonight, when I presented her. Not 
having the biopsy specimen at hand to check on 
it again, and since there was no suggestion of 
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porokeratosis in the biopsy, we advanced other 


diagnoses, 


There are certain features about this eruption 2 


that must be remembered: 1. It has been present 


. . . AIE 
since birth. 2. It has always been the same in ap- 


pearance. No new lesions have formed, and no — 


lesions have disappeared. 3. It is in zosteriform 


distribution, which would suggest a nevoid condi- — 
tion. But there is no getting away fwem the fact — 


that the border, as was said, is extremely sugges- i 


tive of porokeratosis (Mibelli). In my experience, 
this feature occurs only in porokeratosis (Mibelli). 


What we shall do is to perform another biopsy me 


and report this case at the next meeting. 
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I should like to ask Dr. Barker if such extensive 
stationary cases of porokeratosis (Mibelli) have 
been seen, as fixed as this, in as zosteriform a 
distribution, without the formation of new lesions 
or the disappearance of old lesions. 


= For Diagnosis: Senear-Usher Pemphigus? Pre- 
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sented by Dr. J. Lowry MILLER, 


History: The patient is a white woman, aged 
49, who was first seen at the Vanderbilt Clinic, 
Oct. 7, 1959, complaining of a bullous, sharply 
marginated erythematous eruption on the face of 
two years’ duration. 


Eruption began on the right cheek and gradually 
spread to present extent. Treatment given by a 
dermatologist and another dermatology clinic con- 
sisted of six Roentgen ray treatments and local 
applications, with no favorable results. 


Examination: This shows a large erythematous, 
sharply marginated patch over the malar promi- 
nence of each cheek and connected by a patch 
over the glabella. Discrete hemorrhagic crusts 
are scattered over the lesions. Small bullae are 
situated adjacent to several of the crusts. They 
contain a purulent fluid. 


Blood test with the Kolmer antigen was positive 
but negative with VDRL and Mazzini antigens. 
A complete blood count, urinalysis, and erythrocyte 
sedimentation rate were within normal limits. A 
roentgenogram of the chest was negative. Ex- 
amination of the urine for porphyrins was nega- 
tive. 

Examination of a biopsy specimen showed that 
sections of skin from the “right cheek” revealed 
an epidermis which showed an area of attenuation. 
There was slight hyperkeratosis and the stratum 
corneum was loosely attached. However, there 
was no evidence of a bulla. The follicular funnels 
were dilated but did not contain compact keratine 
plugs. In the cutis, there was a diffuse edema, 
some basophilia, and a few dilated vessels which 
were surrounded by a moderate infiltration of 
mononuclear cells. 


Discussion . 

Dr. Domonxos: I agree with the diagnosis as 
presented, but I should like to call to your at- 
tention that about five years ago, Dr. Andrews 
presented a case, a woman about 50 years of age, 
with a very similar type of eruption. She had 
localized dermatitis herpetiformis. This patient 
has responded well to sulfapyridine throughout the 
years. She is still under our care, and she is 
still takinge sulfapyridine. When sulfapyridine is 
stopped, she gets a recurrence of it on the cheek. 
I remember, at that time, there was a comment 
made about localized dermatitis herpetiformis; 
that it does not exist. However, for what it may 


‘be worth, I think it would be worth while to 
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consider the possibility of dermatitis herpetiformis 
and to start her on sulfapyridine. 

CHAIRMAN CorMIA: Dr. Costello, would you 
like to comment on the localized dermatitis herpeti- 
formis ? 

Dr. Costetto: As I remember it, when Dr. 
Andrews presented that case, he did not present 
her as a localized dermatitis herpetiformis case. I 
made the suggestion, even though I had never seen 
one, that she be given Promacetin. Since that 
time, I have never seen a case of localized 
herpetiformis, nor before. I do not think there 
is such a thing, even though at that time I 
suggested that possibility, because of having heard 
of it but not having seen it. 

Dr. SANDERS (by invitation): I think that the 
cerebrovascular accident at age 30, which could 
very well be on a congenital basis, but also may 
indicate widespread vascular disease; the serology, 
which might represent a biological false-positive 
test; and the localization of these lesions in the 
absence of acantholytic cells, would make me 
think of lupus erythematosus. 


Dr. CreoLLaAro: You know, before Hailey-Hailey 
and before Senear-Usher described their diseases, 
cases like this were presented and our teachers 
of dermatology would always call them the 
bullous form, of lupus erythematosus. I still have 
no clear way of defining and separating Hailey- 
Hailey, Senear-Usher, and bullous lupus erythem- 
atosus. I believe that they are all different 
manifestations of the same disease. 


For therapy, I suggest getting the patient in as 
good general health as possible, removing all in- 
fectious foci, and administering steroids cautiously 
along with the antimalarials. The lesions will 
probably clear up long before we make an absolute 
definitive differential diagnosis. 


Dr. Traus: This is an unusually interesting 
case. In addition to the presenter’s diagnosis, 
which, of course, would be difficult to exclude, one 
would have to consider a bullous lupus erythem- 
atosus, which the distribution immediately sug- 
gests. There is a peculiar lesion on the neck 
that I noticed that was iris in type and suggested 
erythema multiforme. I wonder, therefore, if a 
drug eruption had been excluded. I asked her 
a few questions but got nowhere on the basis of 
the drug eruption. Another and last possibility is 
dermatitis artefacta, which apparently can be 
definitely excluded on the basis of this outlying 
iris-like lesion, since it would be impossible for 
her to produce a lesion like that. But a possible 
halogen eruption was one of the things that oc- 
curred to me when I first saw ‘the patient from 
a distance. 


If we are willing fo accept such a thing as 
bullous lupus @rythematosus, this might well be 
an example. I am not sure of the importance eas 
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to whether we call it bullous lupus erythematosus 
or -Senear-Usher pemphigus, except for the prog- 
nosis and matter of classification. 

Dr. SacHs: Clinically, I agree with the diag- 
nosis as presented. The only thing that bothered 
me was the pathology, where the description of 
basophilic degeneration was mentioned. With that 
in view, the possibility of a bullous form of discoid 
lupus erythematosus comes to mind. 


"I should certainly suggest again that the 
pathologist be given a lesion containing a bulla. I 
think the location of a bulla, the way it forms, 
could give us a much more definite answer. With- 
out a bullous lesion, what could the pathologist 
have said? 


Dr. CAnrIzArES: I should like to ask a question. 
I did not hear, in the description, the conclusion of 
the pathologist on the biopsy. 


Dr. Milter: Chronic dermatitis. That was all 
he could diagnose. There was no bullous lesion 
present in the specimen presented to him. 


Dr. CANIzARES: I had a feeling that this was 
a bullous type of lupus erythematosus. It is not 
the Senear-Usher type of pemphigus. The Senear- 
Usher has a more greasy, crusted appearance, and 
this is a more inflammatory process. I feel that 
if dermatitis artefacta or medicamentosa are ruled 
out, then, the diagnosis of lupus erythematosus is 
the only one. Probably, a therapeutic test should 
be done as well. 


CHAIRMAN CorMIA: Do you recommend that 
she be given antimalarials? 

Dr. Canizares: I should think so. 

Dr. Torre: The presenting diagnosis is prob- 
ably the right one, but I do not think that a severe 
polymorphic light eruption has been ruled out. 
There is no real atrophy in the condition now. 
It is still inflammatory. I think, since there is 
doubt, a course on antimalarials is in order. 


Dr. CosteLtto: I should agree with the diag- 
nosis as presented, that this patient has Senear- 
Usher type of pemphigus. I think, in bullous lupus 
erythematosus, one never encounters that disease 
without having the cutaneous sequelae of chronic 
discoid lupus erythematosus present. I trust, when 
this patient is given steroids, there will be no 
cutaneous sequelae as found’ in discoid bullous 
lupus erythematosus, which is extremely rare. 


I agree with Dr. Canizares that, in most in- 
stances, however, the eruption has a crusted ap- 
pearance, like a stuck-on crust, a keratosis-like 
lesion rather than a bulla. 


Polymorphous light eruption is to be considered, 
certainly, and therapeutic trial ,with the steroids 
first and the antimalarials later may preve to 
be of value. This woman's teeth, by the way, are 
in just awful condition and *that may have 
something to do with the eruption. * 
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I would like to know whether she is an alcoholic, 


which may bear out the idea of polymorphic light e- 


eruption. 

CHAIRMAN CormīIa: Is she an alcoholic? 

Dr. MILLER: I do not know her that well. 

Dr. Canizares: May I add one clinical point, 
besides the one stressed by Dr. Costello? In my 
experience, when the patient with Senear-Usher 
develops large bullae, they are rather in the full- 
blown pemphigus stage, and they are never mild 
lesions and bullous lesions all over the body. It 
is very rare that Senear-Usher, right on the spot, 
will just develop a bulla without having a full- 
blown pemphigus all over the body. 


Dr. MILLER (Closing): We certainly have a lot 
of suggestions. The first thing to do, I think, 
is to perform a biopsy from an active bullous le- 
sion, 

I agree with Dr. Costello that the most likely 
diagnosis here, other than Senear-Usher, is a 
polymorphous light eruption. But the woman says 
definitely she avoids 
persists in the winter. These are points against this 
diagnosis. 

This patient, in my opinion, will not improve 
dramatically. Instead, I think she is going to have 


a steady downhill course. Before any treatment, 


is given, we should try to establish the diagnosis. 


Chronic Infectious Granulomas (Staphylococ- 
cic?). Presented by Dr. FRANK E. CorMIA. 


History: Patient, a 16-year-old Chinese boy, 
had a negative past history with the exception of 
mild pulmonary tuberculosis at age 5. Recent 
chest x-rays have shown healed tuberculosis. 

The present condition began 10 years ago, with 
the development of six large indolent granulomas 
on the extremities and buttocks. Three of these 


involuted spontaneously some five years ago; the 


remaining three are still present. A blood test 
for syphilis was negative, and a biopsy was not. 
diagnostic about one year ago. 


Examination: Large, firm, smooth nodules are 
present over the right knee, the superior region 
of the intergluteal cleft, and the lower inner 
aspect of the right buttock. A plaque is present 
adjacent to the nodule on the knee. 


Laboratory: Biopsy: “The epidermis is acan- 


thotic. In the upper cutis, the vessels are thickened — 


with a perivascular infiltrate and diffuse accumu- 
lation of plasma cells, eosinophils, and histiocytes, 
No organisms, including fungi, were found in 
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the sections. The tentative diagnosis was infectious — i 


granuloma, type undetermined.” A smear for 
pathogenic bacteria and for tuberculosis was taken. 
The smear for tuberculosis was negative, and 
a culture for tuberculosis, after two months, is 
also negative. The smear for bacteria revealed 
the presence of hemolytic Staphylococcus pyogenes 
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= var. aureus. This organism was tested for anti- 
- . biotic sensitivity, with the following results: 
= resistance to penicillin, moderate sensitivity to strep- 
= tomycin and Chloromycetin, and highly sensitive 
to Terramycin, tetracycline, erythromycin, and 
— Albamycin. A blood test was also taken to rule 
= out the presence of syphilis. This test was nega- 
a tive. 
= Treatment: Madribon, 1 gm. daily for 10 days, 
followed by erythromycin, 1 gm. daily for six 
a weeks to date. Two lightly filtered x-ray treat- 
=~ ments, using 100 kv. with 1 ml. of Al, have been 
administered to each lesion. Improvement has 
been minimal to date. 
© Dr. Barker: My Clinical diagnosis is tubercu- 
losis. 
Be o Dr. Lewis: 
tuberculosis verrucosa cutis. 
- be a faint possibility. 
Dr. Creottaro: I go along with those who 
think this is tuberculosis verrucosa cutis. 
- Dr. Canizares: Looking at the patient, espec- 
ially because of the location of the lesions around 
the intergluteal folds, the first thought that came 
‘to my mind was, of course, tuberculosis cutis, and 
A the fact that the histology has not sustained that 
= diagnosis is not entirely against tuberculosis cutis. 
E “Only recently, we saw a similar case on the back 
E of the hand that was called granuloma of unknown 
E etiology, with rather nonspecific histology. PAS 
Be was ‘given, with dramatic improvement; within 
a three weeks, practically all the lesions had en- 
= tirely disappeared. I should suggest that this 
= method of therapy be used in this patient. 
Dr. Sanpers: The localization of these rather 
z firm tumors over the joints and pressure points, 
= along with some fine linear scarring that he has 
= over both elbows and some hyperelasticity of the 
= skin would make me think of an Ehlers-Danlos 
syndrome. 
Ei Dr. Sacs: The follicular abscesses that you 
© see in the slide would be in favor of the diagnosis 
of tuberculosis cutis. However, there are abso- 
lately no tubercles present at all, and, therefore, 
am would not be able to substantiate such a diag- 
_ nosis. 
a As far as the infection is concerned, you see the 
By aa here only in the upper portion, in the 
follicles. There is no infection in the deeper 
E rion to account for this sort of process. In 
spite of the negative test for syphilis, the col- 
- Jarettes that I see around the thickened vessels 
~ and the changes in the vessels certainly make me 
think this patient should get at least some iodides 
- for a while® to see what happens. 
eS Dr. Costetto: Of course, like the others, I 
? r thought of tuberculosis cutis. It looks more like 
É that than anything else. However, I thought there 
= was a colliquative lesion on the knee. Was there 
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any softening of that lesion? I thought it looked 
too soft for that particular clinical feature. So I 
should say that the best diagnosis I could make 
was tuberculosis cutis, and I should certainly go 
along with Dr. Canizares and say he should be 
given PAS, but some other type of granuloma 
should be considered. Chromoblastomycosis, inci- 
dentally, even though it is extremely rare, looks 
very much like tuberculosis verrucosa cutis. 

Dr. TrAuB: The diagnosis could be substanti- 
ated by further study microscopically. I believe 
it would be helpful. I was going to suggest a 
therapeutic procedure which might be of value. 
Starting with the lesion on the knee, I should 
either desiccate or curette, right down to the base, 
and then use a suitable local dressing, and if I 
got respectable healing, I should certainly do the 
same thing for the others. That would be, 
without question, the best treatment for tubercu- 
losis verrucosa cutis, or a mild granuloma as 
well, l 

CHAIRMAN CorMIA: 
surgical excision? 

Dr. Traus: No, I believe these lesions do 
better to heal by granulation from the base, al- 
though I admit having seen skin grafting close 
to the anal area heal successfully. 

Dr. Torre: The etiology of this granulomatous 
lesion is in doubt. If it is bacterial, then, the 
patient probably has very poor resistance. In 
treating him, I would give him supportive therapy 
and y-globulin. | 

Dr. Costetto: There is a comment of Dr. 
Traub’s that I can not understand very well. If 
this is tuberculosis verrucosa cutis and that disease 
responds so wonderfully to the antituberculous 
drugs, what would be the point in destructive 
therapy ? 

Dr. TrausB: Well, do these old chronic lesions 
of this type that have been present this long 
respond well? 

Dr. CosteLtto: Oh, ves, wonderfully well. 

Dr. TRAUB: If they do, then, I certainly would 
try that first. But it would be my impression, 


You would not suggest 


‘in a lesion as old as this, it is like— 


Dr. CostetLo: The age does not make any 
difference. We haye treated very old lesions. 
Most of them are old. 

Dr. Traus: I had in mind that this was pretty 
much fibrosed, too, and there might be very little 
activity in it. 

CHAIRMAN CorMIA: There is not much fibrosis. 
It feels like it, but there is not. 

Dr. TrAuB: Well, then, if the diagnosis of 
tuberculosis verrucosa cutis coulde be established, 
I certainly shouľd try that before I should go 
to the other. b 

Dr. CORMIA: ¿Thank you for the suggestions. 
I shall try.him on PAS and report at a subse; 
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quent meeting. As far as Dr. Sachs’ comment 
goes, he may be right about absence of infection 
in the deeper portion of the lesion. However, I 
performed a deep biopsy and obtained the smear 
from the bottom of the biopsy. 


Tuberous Sclerosis with Pulmonary Involve- 
ment. Presented by Dr. Cart T. NELSON. 
Patient: White man, aged 46 years. 


From: Presbyterian Hospital and Delafield 

Hospital. 

Complaint : 

. years. 

History: The patient was in good health until 
five years ago, when he noted dystrophic changes 
of the nails, progressing rapidly to involve all 
digits. At that time he also noted the appearance 
of a persistent, nonpruritic papular eruption of 
the nose and cheeks. Four years ago, a routine 
chest film revealed mottled infiltrations through- 
out both lung fields. The patient was followed at 
a New York Board of Health clinic with periodic 
chest films and a diagnosis of sarcoidosis. 

One year ago, the patient noted the onset of 
shortness of breath and a slight productive cough. 
In July, 1959, an additional nodular density was 
noted in the chest film and the patient was 
admitted to Delafield Hospital for further evalu- 
ation. In recent months, the patient has had 
several episodes of loss of consciousness, without 
convulsions. 

The family history is not remarkable. 

Examination: There are multiple discrete, 
flesh-colored papules, 1-4 mm. in size, clustered 
on and surrounding the nose. Telangiectatic areas 
are present on the nose and upper lip. There 
are many small pedunculated, reddish tumors 
scattered over both inner thighs and several 
pigmented nevi on the trunk. There is a “sha- 
green” patch in the lumbar area. All nails are 
dystrophic and there are multiple periungual and 
subungual reddish, sessile, and filiform tumors, 
most marked on the feet. 

Laboratory: Complete blood count, urinalysis, 
fasting blood sugar, blood urea nitrogen, calcium, 
phosphorus, and alkaline phosphatase are within 
normal limits. The total serum protein is 7.8 gm. 
with a slightly increased albumen and a slightly 
increased a-2 and £-globulin. The erythrocyte 
sedimentation rate is 25 mm. per hour. Serologic 
tests for syphilis are negative. 

Skin tests with first strength PPD are positive. 
The histoplasmin, coccidioidin, and Kveim tests are 
negative. Scrapings of the nails for fungi are 
negative. Six,sputa and gastric washings have 
yielded no acid-fast bacilli. A right gastrocnemius 
and two scalene node biopsies have been normal. 

A biopsy of a nasal” lesion reveals follicular 
hyperkeratosis and an increase ‘in the connective 
*tissue of the cutis. ° 


Nail trouble for the past five 






Radiological examination of the chest shone 
mottled infiltrates in both lung fields, with ae 
nodule, 2 cm. in diameter, in the left lower i 
lobe. This was present four years ago and there a 
has been no interval change. Two cysts or bullae — 
are noted in the left apex. ‘a 

Radiological examination of the skull howei a 
calcific densities scattered throughout the cerebrum — 
and within the basal ganglia. Psychometric sting i 
gives an IQ of 90. Kt.: 

Dr. CosteLLO: I was very happy to see this 
case, especially the pulmonary parençhymal in- 
volvement, which complements the cystic-like cavi- 
ties on the surface of the lungs, sometimes the | 
cause of spontaneous pneumothorax. i : 


Dr. Lewis: I appreciate seeing this case. The h 
nail changes were very interesting. 


Dr. SANDERS: I think Dr. Costello’s comment 
was very interesting. As a matter of fact, pact 
mothorax is the way these patients usually present. — ee 
The cases that have been described, with pul- $ 
monary involvement, are usually picked up latera 
in life and show very little in the way of mental 
deficiency, as oppòsed to the other group of 
adenoma sebaceum. 


Dr. NELSON ( Closing): Dr. Sanders noted this | 
case and was kind enough to bring it to my ate 
tention. Lung lesions in tuberous sclerosis are- E p 
extremely rare. The literature points out that 
we can expect tuberous sclerosis in about one- ' 
in. 150,000 clinic patients, and only one of 0g A 
patients with this disease will have lung lesions. 
Multiplying this out, we find that this man is one — 
in 10,000,000; hence, he represents our 1 of | 
such cases for the New York area. ee ; 

Dr. CosteLLOo: Have lung lesions in these pa- oy 
tients been reported before? Re 

Dr. NELSON: Yes. Bee, 

Dr. SANDERS: There is a very extensive review | 
article by Dr. John Dawson in the Quart. J. Med. 4 
33:113, 1954, on pulmonary tuberous sclerosis. ` 

























Leprosy: Tuberculoid Type. Presented byte 
Dr. LESLIE P. BARKER. ie : 


Patient: Negro man, Cuban, aged 40 years. — 
Complaint: Diminished sense of touch in handel 


and arms for three to five years. a 


History: This patient works as a kitchen helper 
in the hospital. Was seen on two occasions in the 
general emergency clinic, because of ne wae : 
loss of touch sense on arms and legs. He was 
referred to the dermatology clinic in August, 1959, 
because of a slightly scaly erythema on anterior 
aspect of arms and legs corresponding to areas of | te 
partial anesthesia. $ N 


Patient çame to the United States from Cuba 


four years ago. No history of leprosy in the 
family. a 
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1945: “Neglected” burn wound on the left 


So arm and repeated infections on the fingers of the 
left hand. 
E 1955: “Sore throat” and persisting pain on the 


right side of the neck. 

1956: Hypoesthesia on medial side of the right 
lower leg to pin prick. 

1959: 


_ Description: Neurological examination: hypo- 
esthesia and anesthesia to cold and hot water and 
pin prick, but not to touch on right pretibial 
area and*left arm. No weakness or muscular 
atrophy was present. Deep reflexes strongly ac- 
tive RL. 


Impression : Finding consistent with nonspecific 
type of neuroatrophy or Hansen’s disease. 


Anocutaneous fistula. 


Skin: Thinning of the hair on the outer third 
of the eyebrows. On anterior lateral surface of 
the proximal half of the right leg, the skin is 
dry, slightly scaling, and some redness is present. 
In this area, there is marked anesthesia to pin 
prick and hot and cold water, but pressure sen- 
sations can be distinguished. Skin on the same 


changes. In addition, there are some macular areas 


= on the arms which show a change in pigmentation 
and some suspicious atrophy. Greater auricular 


nerve palpable. 


Laboratory 
Urinalysis: No alb; no sugar; WBC occasional. 
CBC: Hgb 98%; WBC 5,250; P 58; L 30; M 


ay Eos 5. 


STS: Repeatedly negative. 
Nasal smears: No Hansen’s bacilli found. 


-= PHILADELPHIA DERMATOLOGICAL SOCIETY 


Herbert A. Luscombe, M.D., Chairman 


Walter B. Shelley, M.D., Secretary 


Meyer L. Niedelman, M.D., Editor 


Nov. 20, 1959 


Cold Urticaria. Presented by Dr. Grorce W. 
HAMBRICK JR. and (by invitation) Dr. Ernst 
EPSTEIN. 

A white girl, age 18 years, complained of 
generalized itching and hives since the age of 
eight years whenever she was exposed to the cold 
air. Her lips become swollen when she eats ice 
cream, and she has fainted several times while 
swimming when the water was cold and once 


while at a football game when the weather was 
cold. é 


Submitted for publication Jan. 14, 1960. 
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Pathology: Two biopsies taken from the anes- 
thetic area on the forearms showed some atrophy 
of the skin suggestive of an early scleroderma. 

X-ray of neck: “Increased density superimposed 
on the air column of the posterior hypopharynx. 
The significance of this finding is not clear.” 

Dr. CosteLto: The patient has many features, 
some of which are not often seen, such as very 
fine macular lesions on the arms and chest. I 
think, clinically, it is leprosy. As far as treatment 
is concerned, in the New York area, I have never 
seen a patient with leprosy specifically and per- 
manently improve because of therapy, with the 
possible exception of some under steroid therapy. 
Some of them improve spontaneously—the so-called 
tuberculoid type. 

CHAIRMAN CorMIA: You would not recommend 
PAS or isoniazid? 

Dr. CosreELLO: No; I think, if I would recom- 
mend anything, it would be the antileprosy drugs 
they are using now, such as Diazone or others 
with “numbers” attached to them, which are still 
in the experimental stage. I have very little faith 
at this time in the treatment of leprosy in this 
climate. 

Dr. STEIGLEDER: I had a chance to study the 
histologic slides, and at first glance they seemed 
to indicate scleroderma. Upon more careful ex- 
amination, however, an inflammatory infiltrate 
around the perineural blood vessels was apparent. 
In Unna’s book on the histopathology of the skin 
(1894), the statement is made that a scleroderma- 
like picture is sometimes seen in leprosy. 

Dr. BARKER: Does anyone know the significance 
of the increased density of the hypopharynx as 
shown by the x-ray picture 


. 
The past history. is noncontributory. There is 
no family history of cold sensitivity, although 
her father has dermographia. 


Examination: Her face is flushed. There is 
marked dermographia. Exposing her hand for 
20 minutes in water at 10 C and at 3 C for three 
minutes failed to produce swelling. When her body 
was immersed to nipple level in Water at 15 C 
for eight minutes, urticaria appeared, as well as 
hypotension, nausea, and faintness. 

Laboratory firfdings: Complete blood count, 
urinalysis, Albumin, and glebulin—normal. „Seros 
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logic tests for syphilis, nonreactive. Blood normal 
for cryoglobulins, cold agglutinins, and cold 
hemolysins. Sia water test—negative. 

Treatment: Antihistamines produced dizziness 
and discomfort. She is at present being desensi- 
tized with cold water baths with increasing ex- 
posure times, 


Cold Urticaria. Presented by Dr. Grorce W. 
HampricK Jr. and (by invitation) Dr. B. 
ZWEIMAN, 


A 35-year-old Negro woman complained of 
swelling of her hands and face within 10 to 
15 minutes after exposure to cold. This began 
in the fall of 1958. In the summer of 1959, when 
handling ice cubes, localized urticaria of the 
hands occurred. During the fall of 1959 there 
was more severe swelling of her hands and face 
when exposed to temperatures below 40 F. She 
has no Raynaud’s phenomena. 


There is no family history of allergies or urti- 
caria, either past or present. 


Examination: The patient is alert, responsive, 
well-developed, and well-nourished. Either hand 
placed under cold running tap water produced no 
allergic reaction. Either hand immersed in ice 
water at 0 C to 5 C for five minutes produced 
marked swelling, with development of urticaria in 
patches on that forearm, which lasted up to three 
to four hours after removal; however, no urticaria 
was seen elsewhere. Ice cubes applied to forearm 
for 2, 5, 10, and 20 seconds produced localized 
patches of urticaria in 15 minutes. 


Laboratory findings: Complete blood count, 
urinalysis, cryoglobulins, cold agglutinins—nega- 
tive. Serologic tests for syphilis, nonreactive. 

Patient’s serum was injected at points labeled 1 
and 3. At position 2, normal control serum was 
injected. Four hours after the subcutaneous in- 
jection, the sera (0.25 ml.) test sites 1 and 2 
were exposed for ten minutes at 3 C by immersing 
the arm up to the level marked. An infiltrated red 
wheal appeared where the patient’s sera was ex- 
posed to cold but not in the control site. Photo- 
graph was taken 15 minutes after cold exposure. 


Treatment: It is plannede to desensitize her to 
progressively lowered degrees of cold water. 


Cold Urticaria. Presented by Dr. Grorce W. 
HAMBRICK JR. and (by invitation) Dr. Ernst 
EPSTEIN. 


The patient is an obese Negro woman, aged 36 
years. In July, 1959, she first noticed burning, 
aching, and swelling of her face, hands, and fore- 
arms when exposed to cold. Her lips and perioral 
areas would swell when eating ice cream. In 
August, 1959, while bathing in cold ocean water, 
she developed generalized sweMing with nausea, 
evomijing, and dizziness. i 


Her family history is negative. 

In 1945-1947 she received Mapharsen and bis-* 
muth for late latent syphilis. She has nine living 
normal children. 


Examination: She has a marked local reaction 
to cold. There was erythema and slight swelling 
with ice applied for two seconds, which was more 
marked with five and ten second applications of 
ice. When the hand was immersed in water at 
10 C for five minutes, severe swelling occurred, 
and she developed systemic symptoms. Positive 
passive transfer tests were produced, when the 
injected sites were exposed to cold. 

Laboratory findings : 
urinalysis, cryoglobulins, cold agglutinins, cold 
hemolysins, plasma proteins, and Sia water test 
were normal. Serologic tests for syphilis, non- 
reactive. BP 135/96, pulse 80. 


Treatment: There was no response to predni- 


solone, 10 mg. t.i.d. for three days or after 40 
mg. Solu-Medrol, IV. The symptoms were some- 


what modifed with Chlor-Trimeton, 8 mg. t.i.d. 


The patient is currently on cold desensitization, by 
gradually decreasing the water temperature. 


Discussion 


Dr. Georce W. HAMBRICK JR.: It is unusual — 
to have three of these patients present tonight. — 


All three of the cases are similar in that none 


of them have a family history of cold sensitivity. 


None of the three have had any preceding illnesses, 
such as systemic infection, which one, on occasion, 
does see preceding the appearance of cold urticaria. 
It will be interesting to follow these patients and 
to compare their courses as they undergo desensi- 
tization to cold. 


Dr. Ernst Epstetn (by invitation) : One should — 


possibly consider allergy in the first two cases. Two 


of the patients show local hypersensitivity to the — 


cold, while the third shows no local reaction at 
all; apparently, there are large numbers of anti- 
bodies that do not react. 
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Complete blood count, — 


The physical therapy — 


people have found that she must be immersed up — 


to the neck in cold water before anything occurs 


(1s. Cy 


Erythema Annulare Centrifugum. Presented by 
Dr. Arpert M. KiicMan and (by invitation) 
Dr. ERNST EPSTEIN. 


The patient is a 74-year-old retired white man 
in good physical condition. 

In September, 1959, the patient noticed red 
papular lesions on his arms and, legs. These 
became flat and enlarged to form ring-like lesions. 
There was some pruritus during the early forma- 
tion period. He had an eruption of possibly 
similar nature six and twelve years ago. Oc- 


casionally, he takes aspirin and milk of magnesia. 
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= He was treated in 1920 with mercury ointment 
7 -iir salvarsan injections for syphilis. 

© Examimation: Distributed over his body are 
large and small deep-red, circular, and gyrate 
_ lesions which show infiltration at their borders 
and central clearing. Lesions on the extremities 
= are more numerous. : : 
Laboratory findings: All blood and urine studies 
except for reactive serologic tests for 





= normal, 
< syphilis. 
be Biopsy report: Specimen shows a dermatitis 
a whose most striking feature is the presence of 
_ large numbers of eosinophils throughout its depth. 
_ There is hyperkeratosis and flattening of the 
E rete ridges. Throughout the dermis and extending 
a into the subcutaneous fat are numerous predomi- 
nantly perivascular lymphocytic infiltrates that 
k Bere studded with eosinophils. With these collec- 
_ tions of cells is an ill-defined edema. Basophilic 
` degeneration of the collagen as well as endo- 
F: y thelial proliferation in the small vessels is noted. 
It is an allergic type of dermatitis, compatible 
a with allergic drug eruption (vasculitis ?). There 
¿is no evidence of mycosis fungoides. 


Discussion 


E Dr. Meyer L. NIEDELMAN: The lesions at 
present are typical of erythema annulare centrifu- 
~- gum. However, the patient stated that, when they 
~ first appeared, he had a great deal of pruritus. 
< He also stated that he had a similar eruption six 
- and twelve years ago. This picture is similar sto 
= other patients I have seen who subsequently de- 
veloped typical mycosis fungoides. 
About 20 years ago a patient of mine developed 
g lesions similar to those of this man and subse- 
_ quently developed mycosis fungoides and died 
about two months ago from the latter disease. 
pe onet other conditions may contribute to the 
causation of erythema annulare centrifugum, one 
E mist always bear in mind that this dermatoses may 
: = be a forerunner of malignant lymphoma. 


"Y = DR. FrepertcK Urgacn: Dr. Burgoon recently 
‘RA had a patient with the same picture, but in addition 
Re there was a moderately severe dermatophytosis. To 
= our great surprise, lesions disappeared when griseo- 

_fulvin was given. There has been a report by 
E Dr. Jillson of the relation of this disease to 
E ratophy titic infection. 


= Dr. Georce W. HAMBRICK JR.: With reference 
5 to Dr. Urbach’s statement regarding erythema 
24 annulare cenfrifugum being a dermatophytid in 
= certain patients, I believe Dr. Jillson described 
as exactly this situation in several patients. (Jillson, 
= O. F. and Hoekelman, R. A.: Further Amplifica- 
E tion of the Concept of Dermatophytid : 1. Erythema 
B Annulare Centrifugum as a Dermatophytid, 
~ AM.A. Arch. Dermat. & Syph. 66 :738, 1952.) 
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He was able to show in repeated demonstrations 
that the erythema annulare centrifugum lesions 
followed the induction of active dermatophytosis 
of the feet. Similarly, when the dermatophytosis 
was inactive, the erythema annulare centrifugum 
lesions were no longer present. In addition, he 
was able to reproduce by intradermal injection of 
trichophytin a lesion that had the clinical character- 
istics of erythema annulare centrifugum. The 
patient under discussion tonight does not have 
dermatophytosis, and one will have to look else- 
where for an associated disturbance. In many 
of these patients one is not able to demonstrate 
underlying diseases, 


Linear Nevus with Psoriasiform Features: Pre- 
sented for Therapeutic Suggestions. Presented 
by Dr. STEPHEN T. WHELAN. 


This four-year-old white well-developed female 
child developed lesions at the age of six months. 
Her parents noted a gradual increase in size and 
number of the lesions in the dorsal aspect of her 
left hand and forearm in a linear fashion. The 
child has become very conscious of her dermatosis. 
Her family and past history are noncontributory. 


Examination: There are scaly psoriasiform 
lesions arranged in a linear fashion over the 
dorsum of the left forearm and hand. 

Treatment: Very small amounts of Kenalog 
suspension were instilled intradermally, with 
prompt involution of the lesioris. However, some 
atrophy and depression resulted at the sites of 
injection, and for this reason the treatment was 
discontinued. The lesions have relapsed since 
cessation of treatment. 


Discussion 


Dr. Meyer L. NiepetMAN: I should diagnose 
her dermatosis as rather typical of psoriasis. She 
has lesions not only as stated on her left hand 
and forearm, but also on her left elbow and right 
knee. The lesions are scaly, subdued erythema and 
the linear distribution are Koebner’s phenomena. 


Cases similar to this one have been reported, 
and I recall seeing a three-month-old infant with 
lesions similar to hers, who at the age of 13 years 
developed widespread psoriasis. 


Discoid Lupus Erythematosus: Corneal Infil- 
trate Secondary to Antimalarial Therapy. 
Presented by Dr. Mitton M. Cann and (by 
invitation) Dr. Howarp I. Marpacn. 


The patient is a 44-year-old Negro male. In 
1951 he developed scaly erythematous lesions on 
his faee*and lips. He has never had systemic 
signs or symptoms. If 1958 while receiving 
Plaquenil and anfodiaquin (Camoquin), he com- 
plained of blurred vision with blue-green dhalose 
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around lights. These symptoms disappeared two 
weeks after discontinuing the drugs. 


Examination: There are multiple plaques on 
the face, lips, and scalp showing erythema, de- 
pigmentation, adherent scaling and telangiectasia. 
Slit lamp examinations on Dec. 3, 1958 revealed 
scattered punctate subepithelial corneal infiltrates 
throughout the cornea. Reexamination two 
_months later showed a very fine subepithelial 
‘corneal infiltrate along the junction of the lower 
and middle thirds of the cornea, which were 
smaller than before. t 


Treatment: In recent months the patient has 
been maintained on chloroquine, 250 to 500 mg. 
daily, without recurrence of blurred vision. When 
the drug is discontinued, he notes exacerbation 


- of his lesions. An ophthalmologic examination on 


Nov. 19, 1959, revealed fewer subepithelial infil- 
trates. ; 


Discussion 


Dr. Mitton M. Cann: The first reports of 
any eye symptoms were made in 1953 by the Army 
Medical group, when they noticed that some people 
taking chloroquine were having double vision, but 
we never saw anything until we started using it for 
lupus erythematosus, and I think it is only seen 
when used in doses of more than 250 mg. daily. 
As a matter of fact, this gentléman tonight would 
probably make progress on smaller doses. It is 
possible that eye signs are increasing only be- 
cause we see more of them. 

Dr. Harry J. Hurtey: The visual disturbances 
resulting from the antimalarials have been nicely 
defined recently by Hobbs and Calnan in the 
A.M.A. ArcH, Dermat, 80:557, 1959. I might add 
that these authors point out, that. visual disturb- 
ances, consisting principally of the appearance of 
blue halos around lights, were noted in 1947 in 
workers engaged in the manufacture of atabrine. 
Granular deposits were detected in the superficial 
layers of the cornea. Blurred vision, resulting 
from edema of the cornea and apparently un- 
associated with granular corneal deposits, had 
been described in 1946 in patients treated with 
atabrine in suppressive dose$. As Dr. Cahn has 
mentioned, however, it is only in recent years 
that our attention has been drawn to the corneal 
opacification related to chloroquine administration. 


Lichen Planus-like Eruption Caused by Color 
Developer. Presented by Dr. Josera V. 
KLAUDER. 

The patient, a 20-year-old male Puerto Rican, 
has been engaged for four months’ ij mixing 
chemicals used in the manufacture of color films. 
He wears rubber gloves that’ eome to the mid- 


forearm and wears a,long-sleeved-shirt. At times, 




















solution gets over the top of the gloves, and aes 
may contact his hands; removal of the stain ist 
not possible. ~ 


About two weeks prior to the time I first saw? 
him on Oct. 10, 1959, an eruption first appeared — 
on both forearms. He presented diffuse erythema“ 
of both forearms, extending above the cubitals. At 
this region there were flat papules that presented 
characteristic features of lichen planus. Thes 
eruption was a replica of the colored photographs 
in the report of Buckley (Lichenoid Eruptions. Be 
Following Contact Dermatitis, A.M,A. ‘ArcH. — 
DeERMAT. 78:454, 1958) of similar cases. There 
were no lesions on the glans or involvement of 
the oral mucosa. Itching was sleep disturbing. 


He continued to work; subsequently, a similar — 
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the neck; more recently, on the face. Tis” 
employer suspected the following chemicals as | 
causal agents: (1) known as C-10: 2,6-dibromo- A 
1,5-dehydroxynapthalene (2) known as M-31:2- 
cyanaoacetyl-corynarome (3) known as Y-50: 
4- ( p-toluenesulfonylamino) -w-benzylacetanalide (4) 
known as CD-2: 2-amino-5 -diethylaminotoluene 
monohydrochloride (5) known as BD-80: mono- — 
benzyl-p-aminophenol hydrochloride (6) known as l 
AF-71: 6-nitrobenzimidiazole nitrate. Patch test 
study is being conducted with these chemicals in is 
1% solution of water adjusted to pH 11, except for — 
No. 4 plain water is used. So far, the result with — 
the above first three chemicals was negative (48-- 
hour reading). 


Comprehensive study of this report has been — 
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(Lichen Planus-like Eruption AR by Color A 
Developer, ArcH. Dermat, 80:81, 1959). In the 
latter’s study, and also that of Shaw (quoted byd 3 


as uniform as might be expected. Buckley K 
referred to the responsible ingredients as “the hydro- _ 
Pupride salt of the substituted p- -phenylenedia- 
mines” and has reproduced the aforementioned. pi 
eruption by patch test. He further stated that 
the particular chemical is related to aminosalicylic : 4 
acid, which has been reported as a cause of lichen 
planus-like eruptions when taken internally in 
treatment of tuberculosis. 

Number 4 and 5 of the aforementioned chemical 
would be included in the offending agents as 
stated by Buckley. Consistently, Canizares in- 
formed me (private communication) that the — 
chemical he found most offending was CD-2 — 
(No. 4 in the above list), which îs also mixed 
with different dyes. He further stated that some — 
of his patients continued working, exercising care 
when handling the chemical; others, developed — 
extreme sensitivity necessitating change of work. — 
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Discussion 


Dr. FREDERICK UrBACH: We had experience 
with five people employed in two color develop- 
-~ ing laboratories with an identical eruption. Ap- 
parently, they were not bothered sufficiently to 
‘a give up their work. Their problem was that they 
could not do their work without having to put 
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their hands into the developer solution; since, if 
_ -the film should break, they have only 6 seconds 
_ to regain it. Therefore, it cannot be done with 
ie rubber gloves. 
f. Dr. JosepH V. KLAUDER: The eruption is a 
-~ curious one and unique as an occupational derma- 
F tosis. It emphasizes that our knowledge and means 
` of prevention of cutaneous reactions to new in- 
4 dustrial compounds has not kept up with industrial 

progress. 

This eruption is not clearly that of a primary 

cutaneous irritant, or of a cutaneous allergen. 
_ The following considerations suggest that the 
~- eruption be classified as a drug eruption. Canizares 
_ discusses the possibility of inhalation playing a 
pi role in causation. Simple eruption may be caused 
-by ingestion of aminosalicylic acid or related 
k: = chemical compound. 
Fai 
= Atopic Dermatitis with Superimposed Multiple 
Ka. Verrucae Vulgaris: Presented for Therapeutic 
A Suggestions. Presented by Dr. Epwin J. Levy 
3 and (by invitation) Dr. J. O. KIRSCHBAUM. 


This 14-year-old female Negro presents atopic 
dermatitis and multiple verrucae of both upper 
extremities. She has had atopic dermatitis since 
the age of 6 years, which is active at present. 
In June, 1959, she developed warty growths on 
the dorsum of the right hand and subsequently 
© developed bilateral multiple verrucae on the dorsum 
-of the hands, wrists, and forearms. There has 
= been a continued increase in the lesions, which now 
appear on her elbows, knees, and feet. 

ii Examination: She is a well-developed, well- 
-nourished girl showing marked xerosis of the 
= usual involved areas with lichenification. There 
are numerous verrucous lesions involving bilat- 
erally the dorsum of the hands and forearms. 

There are discrete verrucae on the elbows and 

feet and large papillomatous verrucae on both 

wrists. 

Laboratory findings: All studies were normal. 

Biopsy: Verrucae vulgaris. The specimen 
shows a tumor of epithelial cells with marked 
hyperkeratosis, parakeratosis, acanthosis, increased 
granular layer, arborescence, and numerous ghost- 
type cells, A minimal perivascular lymphocytic 
infiltrate is noted. Diagnosis: verrucae vulgaris. 
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Discussion 


Dr. Meyer L. NiepetMAN: She has more le- 
sions than I remember seeing on any patient with 
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an atopic dermatitis. Although atopic patients 
develop superimposed viral infections, for some 
reason verrucae are not common. I should not 
suggest any type of electrosurgery for fear of 
secondary infection with either eczema herpeticum 
or vaccinia. A treatment which may be helpful 
even if only on a phychogenic basis is one described 
by Dr. Biberstein; i.e., the use of an autogenous 
vaccine from the verrucae. I have seen this 
treatment bring results in a few cases, although’ 
dermatologists may not be in accord with this 
therapy. Blank and Brody used psychotherapy in 
the treatment of herpes simplex with a high 
incidence of cure (Psychosom. Med. 12:254, 1950). 

Dr. Henry H. PERLMAN: Some cases (not all) 
respond nicely to topical application of Vleminckx’ 
lotion (sulfurated lime solution, N.F). I should 
suggest that this solution be tried for its keratolytic 
effect. 

Dr. HERMAN BEERMAN: I have used a wart 
filtrate in one patient, but I could not be certain 
that the filtrate actually produced the cure. 


Marked Hyperhidrosis of Hands and Feet: Pre- 
sented for Therapeutic Suggestions. Presented 
by Dr. MarsHALt B. GUTHRIE and (by invita- 
tion) Dr. Ernst EPSTEIN. 


A 21-year-old white male dental student pre- 
sents marked hyperhidrosis of both palms and 
soles. As far back as he can remember, his palms 
and soles have always been wet with perspira- 
tion. Nervous stress, such as examinations, etc., 
as well as smoking, markedly aggravate sweating. 
He is an active, high-strung person and is con- 
cerned whether this condition will interfere with 
his intended career as a dentist. 

He is somewhat overweight. He had a skull 
fracture three years ago and has had intermittent 
headaches since. 


Treatment: No response to propanthelins 
(Probanthine), 15 mg. q.i.d., or diphemaniel (Pran- 
tal), 100 mg. q.i.d. Various other drugs, including 
tranquilizers, have been ineffective. Topical forma- 
lin has not helped. 


Discussion 


Dr. MEYER L. NIEÐELMAN: A similar case was 
presented by Dr. Carroll Wright at the Temple 
University Medical Center meeting a few years 
ago. She was one of our secretaries who was 
unable to continue her work as a secretary and 
typist because of the severe hyperhidrosis of her 
hands. She had a sympathectomy done, and I saw 
her three years following the procedure, and she 
was very comfortable and the result was good. 


Dr. JoHN P. Scurry, Reading, Pa.: I have had 
three patients treated susgically for this problem. 
The longest waseeight years ago and the others 
were five and three years. So far, the only major 
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complaint has been excessive sweating on the 

face—uncomfortably so. But at least they have 

been made useful citizens. 

Dr. Grorce W. HAMBRICK JR.: I should ques- 
tion whether this is a simple type of hyperhidrosis. 
I think that there is a very severe inflammatory 
response present in the skin at these same sites. 
The sole involvement reminds one of the condition 
“symmetrical lividities of the soles of the feet” 
et al.: Treatment of Hyper- 
hidrosis and Symmetric Lividities of the Feet, 
Arch. Dermat. & Syph. 57 :850, 1948). The palmar 
lesions would be unusual for this condition and 
were not described in the original reports. In this 
patient the lesions on the palms and soles are 
identical, however. 

Favus. Presented by Dr. MattHew A. Oxivo, Camden, N.J. 

Sickle-Cell Anemia with Sickle-Cell Ulcer. Presented by 
Dr. M. Harris Samitz and (by invitation) Dr. RALPH 
FLORENCE and Dr. WILLIAM GERSTEIN. 

Alopecia Universalis Treated with Oral Corticosteroids. 
Presented by Dr. ALBERT M. KiicMan and (by invita- 
tion) Dr. Greorce H. REICHLING. 

Hidradenitis Suppurativa. Presented by Dr. Epwin J. 
Levy and (by invitation) Dr. Henry C. MAGUIRE Jr. 

Pemphigus Vulgaris. Duodemal Ulcer. Presented by DR. 


M. Harris Samitz and (by invitation) Dr. WILLIAM 
GERSTEIN. 

White Sponge Nevus of Cannon? Leukoplakia? Presented 
by Dr. STEPHEN T. WHELAN. 

Multiple Hemorrhagic Hemangioma of Kaposi. 
by Dr. Epwin J. Levy. 

Avian Mite Infestation. Pigmentary Changes of the Skin 
of Unknown Etiology. Presented by Dr. STEPHEN T. 
WHELAN. 


Presented 
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Multiple Benign Cystic Epitheliomas. Presented 
by Dr. S. WILLIAM Levy. 

A 25-year-old white woman has had numerous 
small nodules on the face fọr 15 years. Gradually, 
the lesions have been enlarging and the patient 
has become more self-conscious about them. She 
desires dermabrasion, realizing that improvement 
would only be temporary and of a cosmetic nature. 


Discussion 


Dr. GILBER: A. BetrNe: This patient presents 
an interesting and important problem. Currently 
I have had the opportunity of followihg* one of 
the members of a family investigated geneological- 


Submitted for publication Jan. 25; 1960. 


- Secondary Syphilis. Presented by Captain James H. Lock- 


Tinea Tonsurans in Adult, Presented by Dr. STEPHEN T., | 
WHELAN. 

Trichotillomania. 
Presented by Dr. STEPHEN T. WHELAN. | 

Mycosis Fungoides. Presented by Dr. M. Harris SAMITZ 
and (by invitation) Dr. Henry C. MAGUIRE Jr. 


Presented for Therapeutic Suggestions.” A 


Keratosis Follicularis. Presented by Dr. LAWRENCE 
KATZENSTEIN. 
Acrosclerosis. Presented by Dr. Miriam Rerep and (by 


GeorcE H. REICHLING. 
Presented by Dr. JOHN 


invitation) DR. d 
Bilateral Neerobiosis Lipoidica. Se 
F. WıLson and Dr. MARGARET G. MAHONEY. J 
Monilethrix. Presented by Capt. James H. Lockwoop ~ 
(MC) U.S.N. and (by invitation) Lr. W. E. CARSON 
(MC) U.S.N. / = 
Universal Alopecia Areata with Hair Pigmentary Changes. 
Presented by Dr. STEPHEN T. WHELAN. 


Keratosis Follicularis. Presented by Dr. Ira L. ScrAannine 
and (by invitation) Dr. LEONARD S. PHILLIPS. 


White Sponge Nevus of Oral Mucous Membranes. 


Pre- : 
sented by Dr. Joun P. Scurty and Dr. THOMAS 


BUTTERWORTH. t 
Reticulo-Endotheliosis? Possible Hand-Schuller-Christian ‘ 
Disease? Presented by Dr. Jonn P. Scurry. A 


Urticaria Pigmentosa. Presented by Dr. LAWRENCE KATZEN- — 


STEIN. 


Locxwoop (MC) U.S.N. and (by invitation) Compr. 
F. G. OsporneE (MC) U.S.N. 
Allergic Angiitis. Presented by Dr. Mitton M. Cann and | 
_(by invitation) Dr. Grorce H. REICHLING. a 


Pemphigus Vegetans. Presented by CAPTAIN James H. ie 
‘= 


| 


woop (MC) and (by invitation) Compr. F. G. OSBORNE 
(MC) U.S.N. H 
Psoriasis with Unusual Hyperkeratosis. Presented by CAPT. _ 
James H. Lockwoop, MC, U.S.N. and (by invitation) f 
Compr. F. G. OssorxeE, MC, U.S.N. : 









ly by Drs. Underwood and Gall, which present 
this same disease. It is significant that many 
the lesions are enlarging, and it is known that 
true malignancies may result. This girl is develop- 
ing nodules in the nasolabial folds and some at- 
the inner canthi that may foretell degeneration. ~ 
In addition, the cosmetic problem in a young girl 


Seats “+. © z 


is important. 4 

The question is whether or not planing is war- — 
ranted here. I believe it is from the point of. view — 
of aesthetics. The lesions will never be smaller. = 
Histologically, they are mostly Superficial and ~ 


planing should result in little or no scarring, and 
once removed they cannot become malignant. Psy- 
chiatrically, the swing seems to be more toward — 
planing for its beneficial effects rather than the © 
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"previous feeling that patients were attaching undue 
zi E iioi to their cosmetic defects and would 
sat never be satisfied with the planing results. The 
inner canthus and nasolabial lesions, if planed 
to adequate depth, may result in some scarring 
so the patient must be apprised of this possibility. 


B Dr Kemp H. Downy: I have not had the 
opportunity to plane a patient with this condition, 
_ but, considering the histopathology, I believe plan- 

~ ing should be condemned. There is a certain 
_amount of psychic trauma with planing, and the 
- ultimate result might leave her worse than she is. 


= Dr. Rurts C. Rucker: I have been treating 
a mother and her two young children with this 
Eise. The mother has developed at least three 
i - basal-cell carcinomas. I have treated all of the 
-lesions by electrodesiccation, removing the smaller 
P ones as they arise. The mother has shown at least 
_ 50% improvement and is happy with the results. 
Pe With light electrodesiccation as many as 30 small 
F lesions have been treated at one sitting with no 
anesthetic. This method of treatment is offered as 
|, an alternative which will ameliorate the condition 


“a 


i Da. s, WILLIAM Levy: We must realize that 
i ‘this is a congenital condition with which the pa- 
“a tient is doomed to go through life. As it becomes 
| worse it has a tremendous psychological impact. 
“a If, by one means or another, either planing or 
_ electrodesiccation, a patient can be improved, even 
E though temporarily, this again has a great psycho- 
logical impact. In most instances the benefit is 
only temporary, but it enables the patients to get 
_ through a period in life that is most important 
. „for them, as in this instance, a young woman who 
is depressed and in great need of an uplift. I 
: planed such a person in 1955 and published a short 


~ I should like to have a group opinion before 
_ attempting anything on this person. 

SE (Editor's Note: A show of hands was taken 
al mong the members on the question “How many 
ov ould plane this patient?” The majority voted 


E “No” by a wide margin.) 


3 f Sarcoidosis. Presented by Cot. Raymonp M. 

= Wrturams (MC), U.S. Army and (by invita- 
tion) CAPT. ALBRECHT F, J. SOMMER (MC), 
U.S. Army. 


A 30-year-old Negro woman, a native of Florida, 
t -developed axillary and inguinal adenopathy eight 
E. years ago, which subsequently subsided. Six years 
ago, during hêr second pregnancy, subcutaneous 
masses on the extremities and pigmented nodules 
f on the face appeared and the diagnosis of sar- 
 Coidosis was made at that time by skin biopsy. 
In 1955, there was painful swelling of the right 
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great toe, right ankle, and right middle finger. 
There was progressive weight loss and increased 
fatigability. The symptoms have been aggravated 
during subsequent pregnancies. She was treated 
with oral steroids from 1954 to 1956 with partial 
improvement but many side-effects. Since Sep- 
tember, 1958, she has been taking A with 
considerable improvement. 

The physical findings are now limited to the 
skin and consist of nodular lesions over the nose,” 
cheeks, ears, and left upper eyelid. There are 
atrophic scars over the face, and extremities. 


In the serum electrophoresis, the as-globulin was 
elevated (13.7%), and the 8 slightly elevated 
(15.75%). The tuberculin, histoplasmin, and coc- 
cidioidin skin tests are negative, as are the many 
other laboratory tests. X-ray films show bony 
defects in the fingers, toes, and right ankle. 


Discussion 


Dr. James P. McGrntey: I assume that an acid- 
fast stain has been done. A recent report on 
sarcoidosis shows that the vast majority of pa- 
tients come from areas where there are many 
pine trees. Research workers in London inde- 


_ pendently isolated a phospholipid from pine resin 


which, as nearly as they could tell, is identical with 
the phospholipid in the capsule of the tubercle 
bacillus. My last four patients with sarcoidosis all 
lived for some time among pine trees. This patient 
is from Florida, where there are also many pines. 


Dr. Epwarp J. Rrncrose: This is a classical 
case of sarcoidosis. I think the most common 
cause of this disease in Negroes is tuberculosis. 
Leprosy and several foreign substances produce — 
a sarcoid type reaction in persons who react in 
this manner, 


I do not believe steroid therapy is preferable 
in this disease but rather would recommend chloro- 
quine. Isoniazid might also be given. Two of my 
patients with sarcoidosis were treated with chloro- 
quine with complete clearing. One had been 
treated with isoniazid but had a recurrence, and 
lesions also recur when chloroquine is stopped. 


Dr. James H. Bennerrt: My last three cases 
of sarcoidosis have improved with antimalarials, 
but I cannot get two’ of them off hydroxychloro- 
quin. I agree that the antimalarial drugs are safer 
for prolonged therapy and should be investigated 
further. 


Dr. EuGene M. Farser: We must bear in mind 
that sarcoidosis is subject to spontaneous remission, 
so that, if a patient happens to be on a particular 
therapy at that time, this might not necessarily 
have produced the remission. Patients with ex- 
tensive pulmonary sarcoidesis can improve strik- 
ingly without therapy. The same is true for lesions 
elsewhere. Sadicylates at one .time were the only e 
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recommended medication and appeared to have an 
effect on the disease. 

CAPT. ALBRECHT F. J. Sommer (MC), U.S. 
ArMy (by invitation): Studies similar to those 
mentioned by Dr. McGinley have been done on 
patients living in areas where there are large 
amounts of beryllium in the soil. 

The patient presented has improved very much 
both subjectively and objectively since being started 
on prednisone. She has gained weight and strength 
and is quite pleased with her progress. It may be 
difficult to convince her that a change in medica- 
tion is advisable. Interestingly, at Letterman Gen- 
eral Hospital, during the past five years, we have 
had 35 cases of sarcoidosis verified by biopsy and 
only one has been cutaneous, the patient presented. 


Arthropathic Psoriasis with Recurrent Febrile 
Episodes and Calcinosis Cutis. Presented by 
Dr. HERBERT L. JOSEPH. 


A 34-year-old housewife has had psoriasis for 
13 years. She has been under observation for 
seven years. 

Of two children, ages 10 and 7, the youngest, 
a boy, was observed to have generalized psoriasis 
at the age of two months and now has involvement 
in the scalp. The patient’s mother has severe 
“dandruff.” 

During the past four years there have been six 
febrile episodes followed by crippling arthritis and 
generalized exfoliative erythroderma. Extensive 
treatment has been given, and she has been hos- 
pitalized and studied thoroughly at both the Uni- 
versity of California and Stanford hospitals. Most 
conventional treatment for psoriasis, as well as 
aminopterin, have produced partial but temporary 
clearing. She improved some years ago after sev- 
eral “calcium injections.” 

Severe incapacitating arthritis with pain, tender- 
ness, and swelling occurred, especially in the knee, 
ankle, wrist, and finger joints through most of 
1955 and part of 1956 despite continuous treatment 
with steroids. Approximately five years ago tender 
nodules were noted over the knees, elbows, and 
right pretibial area. The largest is on the right 
elbow. 

During three of the febrile episodes she de- 
veloped a vesicopustular eruption especially on the 
arms and trunk. This was thought to be a drug 
eruption from chloramphenicol (Chloromycetin) in 
one instance. At the onset of several attacks sto- 
matitis, pharyngitis, and esophagitis occurred. 
-Monilia albicans was cultured from the mouth. 

Two years ago she developed lobar pneumonia 
while on prednisone. Low-grade fever, arthritis, 
and exfoliatioa remained until January, 1959. At 
that time she was started ort triamcinolone, 4 
mg. qi.d., with tetracycline, 250 mg. daify, and 
Amphojel. Since then the arthritis has disappeared 
almost completely. She had become emaciated and 








now has regained 31 pounds, her normal weight, 
At present there are patches of psoriasis on the le 
extensor surfaces of the extremities, scalp, and * of 
trunk. The nodules on the right elbow, knees, and — ii 
right pretibial area remain. fe 

Photographs of the exfoliative erythroderma, of | 
the son at the age of 2 months and slides from — 4 
both are presented. The slide from the nodule- a 
shows obvious calcinosis. A 

All of the extensive laboratory and medical — 
studies are normal except for mild anemia, elei 
vated sedimentation rate (31 mm. per hour) and ` 
altered serum proteins 6.9 gm. (albumin,3.6, globu- 
lin 3.3). Many calcifications in the skin around 
the elbows, knees, and finger joints are plainly 
visible in x-ray films. ; 










Discussion 


Dr. James H. Bennett: I should not haves! 
recognized this as the same patient we hospitalizai i 
for two weeks at the University of California 
two years ago. She has shown remarkable im- : 
provement. She was hospitalized during one of- 
the acute exfoliative episodes in which developed 
a pyoderma. There were acutely swollen joints and — 
high fever. We treated her for 12 days with — 
aminopterin and she gradually improved, but I- 
believe it was the regular pattern of the disease- 
cycle. 

She is now a fully active citizen, whereas preg 
ously she was a complete cripple. 

Dr. Rees B. Rees: This raises a question abouts 
the genetic mechanism in such a case. It has been — 
fairly well shown that psoriasis follows the | 
Mendelian dominant pattern, with a low manifesta- | 
tion rate, so that about one in seven predisposed — 
persons manifest the disease. A severe arthropathic — 
psoriatic of this sort might be in a homozygous 
state. She knows of no antecedents who have had 
psoriasis, but it is possible that her parents might 
have been heterozygous without manifesting the 
disease, and she is unfortunate enough to have — 
a homozygous pattern. ER. 

Dr. HERBERT L. Joser: This patient was pre- 
sented because of the combination of unusual find- A | 
ings—the recurrent febrile episodes with the acute 
skin and joint reactions, sometimes including stoma- 
titis and esophagitis. The difficult eating andi 
swallowing resulted in reduced caloric intake and 
could account for the emaciation. Blood cultures — 
during these episodes were negative. One serum- 
calcium level was a low normal (8.9 mg. %) bat 
on repetition was normal, as was the serum phos- — 
phorus. ae 

I do not know if the calcium- -containing nodules. i 
are a part of the same disease process or inde- 3 
pendent. When incised for a biopsy a nodule con- 
tained snow-white caseous material. Acid-fast stains CA 
on this were negative, A 
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= The presence of many large, scaly, thickened 
Bee olaques in the small infant was striking. This 
child is now 7 years old and has mild scaliness 
in the scalp, but occasionally he develops small 
-scaly lesions on the extensor surfaces of the 
extremities. 


T 

‘i Necrobiosis Lipoidica Diabeticorum? Granulo- 
By: matosis Disciformis Chronica et Progressiva? 
E Presented by Dr. Rurus C. RUCKER. 


spots on the left ankle two years ago. They are 
asymptomatic. The general health is good and 
there is no family history of diabetes. Oval, 
reddish-brown plaques with light brown peripheral 
borders surrounded by several small satellite le- 
sions are present on the medial left ankle. All 
laboratory studies are negative except the glucose 
= tolerance test which showed a peculiar spike at 
_ three hours which was interpreted as a laboratory 
- error. In the slide there is an intense lymphocytic 
ie infiltrate in the upper cutis with numerous red 
cells and some alteration of the blood vessels. 
_ There was no evidence of necrobiosis. Another 
biopsy showed essentially the same findings. 


q A 13-year-old boy first noticed reddish-brown 
[ 


Oe ay 
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Discussion 


Dr. EuGene M. Farser: I think this boy has 
= incompetent veins, probably the communicating 
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į Leucopathia Symmetrica Progressiva Reticularis 
a or Safu. Presented by Dr. PATRICK G. BUTLER. 
f A woman was born in 1920 in Cebu, Philippine 
-~ Islands, of Spanish-Filipino parents. During ado- 
= lescence she slowly acquired white spots on the 
bE lower legs, and this depigmentation has been pro- 


x =- gressive and continuous. No treatment has been 
1 given. 
Ër The mother and three sisters have the same 


= condition. Six brothers and apparently all other 

male members of the family show no signs of it. 
fi She has two daughters, aged 13 and 15 years, 
_ residing in California. The oldest girl is now 


developing the disease. 


E The lesions are bilateral but not symmetrically 
$ distributed on the lower legs from the proximal 
_ third: of tibial surface to just above the malleoli. 
Bo They diminish on the sides and are all but absent 


= on the posterior of the legs. The primary lesion 
is a leukodermic macule up to 3 mm. in diameter 


gi ee 
$ Submitted for publication Jan. 25, 1960. 
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veins around the ie Re and to me this is a stasis 
dermatitis with edema and purpura. His father 
has varicose veins. Congenital absence of valves 
in the veins in this area may occur. I recommend 
elastic support. 

Dr, Troy G. Roitrns: The mother states that 
this originally started with the appearance of a 
bruise. I also feel that this is a stasis dermatitis. 


Dr. EpwaArp J. RinGrose: A variant of purpura 


annularis telangectoides should be considered. The 

diagnosis of simple stasis dermatitis does not 

satisfy me. 

Liehen Nitidus and Dermatitis Herpetiformis. Presented by 
Cor. R. M. Wittiams (MC), U.S. Army, and (by 
invitation) Cart. W. J. Hennessey (MC), U.S. Army. 

Case for Diagnosis: Incontinentia Pigmenti. Presented by 
Dr. GILBERT A. BEIRNE and (by invitation) Dr. Mar- 
GARET W. MARONEY. 

Lichen Amyloidosis. Presented by Dr. James H. BENNETT 
and (by invitation) Dr. Francis J. SULLIVAN. 

Epidermolysis Bullosa Dystrophica with Dominant Trans- 
mission, Presented by (by invitation) Lt. MILTON ORKIN 
(MC), U.S. Army and (by invitation) Compr. J. H. 
Jenkins (MC), U.S. Navy. 

Case for Diagnosis: Scleroderma? Scleredema, Edematous 
Stage? Dermatomyositis? Presented by Dr. James P. 
McGintey (by invitation). 

Case of Diagnosis: Papular Urticaria? Presented by Dr. 
MARTIN Ascu. 

Urticaria Pigmentosum. Presented by Dr. 
RINGROSE. 


EDWARD J. 


which is surrounded by a reticle of hyperpigmen- 
tation. 

The sections show small leukodermic zones as- 
sociated with diffuse fragmentation of elastic tissue 
and new collagen formation. The appendages are 
almost absent except for a few inactive sweat 
glands. 


Leukopathia Symmetrica Progressiva Reticu- 
laris or Safu. Presented by Dr. PATRICK BUTLER, 


A younger sister.of the previous patient de- 
veloped similar lesions in adolescence which pro- 
gressed to the same degree of involvement as seen 
in her sister until she left the Philippine Islands 
in 1937 and came to San Francisco. Since that 
time the condition has markedly resolved but has 
not disappeared completely. 


- Discussion 


Dr. Epwarp J. Rrncrose: This change may be 
produced by expgstire to sunlight. It actually is 
incomplete vjtiligo, because the lesions are not the 
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dead white seen in vitiligo. The inheritance is 
apparently of a dominant type, sex linked to the 
female. 


Dr. MAnuat F., ALLENDE: This is very common. 
One reason it is not seen in men is that their 
legs are protected by trousers. Trauma is fre- 
quent on this portion of the legs—bruises from 
bumping chairs and the like—and is probably a 
factor as well as sunlight. Shaving the legs, with 
the accompanying nicks and breaks in the skin, 
may also account for the frequency in women and 
onset at adolescence. The daughter who is now 
developing lesions started shaving her legs six 
months ago. Both of the patients presented shave 
their legs. It is significant in this family that only 
the paler ones have developed lesions, tending to 
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show that they do not have sufficient melanin to 
protect them from sunlight. a 
Dr. Patrick G. ButLer: This is not vitiligo 4 
but an incomplete leukoderma. The specially stained E 
slides show only a partial loss of melanin. Local 
trauma is not considered as much of a factor as a 
heredity. T 
The younger patient has two daughters without 
noticeable hair growth on the legs. One is develop- 
ing lesions. - P32 
Xanthomatosis with UHyperlipemia and Liver Disease. | 
Presented by Dr. Mortimer S. FALK. ké- 
Dermatomyositis? Presented by Cor. Raymonp M. Wu- | 
riamMs (MC), U.S. Army and (by invitation) Capt. i 
DonaLtp G. Meyer (MC), U.S. Army. ie 
Scleroderma Cireumseripta. Presented by Dr. Wittiam L. | 
EpstEIn and (by invitation) Dr. Aran M. Massinc. 
Keratosis Follicularis. Presented by Dr. Epwarp H. © 
Fercuson and (by invitation) Dr. Francis J. SULLIVAN. — 
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‘aa ANNOUNCEMENTS, 


3 Pi Earl D. Osborne Fellowship in Dermal Pathology.—This fellowship, sponsored by 
= + the American Academy of Dermatology and Syphilology, is to provide annually the oppor- 
us tunity for study and training in dermal pathology to a postgraduate student who has completed 
By satistactorily at least one year or preferably two years of training in dermatology, approved 
4 by the American Board of Dermatology, Inc. The stipend is $4,000 a year, divided into four 
quarterly payments during the year’s fellowship. The period of training will be spent at 
a the Armed Forces Institute of Pathology, Washington, D.C. The large amount of material 
25 in Dermal Pathology at the Institute is available for study and opportunity for research 
| is available. 


oy | Further information and application banks may be obtained from Dr. Hamilton Mont- 
Ri gomery, Chairman of the Committee on Pathology, of the American Academy of Dermatology 
ee and Syphilology, 200 lst St. Southwest, Rochester, Minn. The next available appointment 


begins July 1, 1961, applications for which will not be considered after Sept. 1, 1960. 


American Board of Dermatology, Inc.—The following candidates were certified by 


the Board in January, 1960. 
Bloner, Emanuel Manfred 
Brown, Hubert Marion 


Reinertson,. Richard Phillips 
Rollins, Troy Gaylord 


© Dick, Lionel A. Schell, Felix 
ag . Dugan, Charles Clark Schultz, Herman Joseph 
ee Fisher, William Charles Schwartz, Julius L. 
2i Kantor, Irwin Spada, Frank Joseph 
pe Miedler, Leo J. Williams, Murray Guy 
a, Potter, Brian 
a The following candidates have passed the written and oral examinations and will be 
K certified on completion of two years of experience. 
yi i Aaronson, Charles Martin Kraut, Herbert Leon 
a. Aaronson, Leroy Donald Lanes, Alfred S. 
Eo Abrahams, Irving ‘Lascheid, William P. 
B. Acker, Donald Watson Lawler, James C. 
Es Akers, William A. Lerner, Alfred G. 
E Berman, Harold John Lyles, Thomas W. 
DN. Brenman, Betsy Becker March, Cyril H. 
K j. Brown, Marjorie Edgren Marciano, Mark Russell 
` Burt, Howard Marty, Sophocles Dimitri 


— 


$ a 


Caroe, Anton Edward 
Chandler, Harold Lee, Jr. 


Johnson, Martha Christine Adrian 


McCash, Wray Barton 
Mendelson, Charles G. 


Sullivan, Thomas J. 


A Cooper, Thomas Walker Mercantini, Edward S. 

4 k Curwen, William Lynch Messenger, Andrew L. 

o Davis, Richard Graham Mihay, Benjamin 

ay Fisher, Stuart Blaine Minor, Dwane Blake 

Bay: Florence, Ralph Mordecai, Lindley Ross 

BL Forbis, Robert, Jr. Nelson, Norman Harvey 

me Ford, Samuel Martin Netick, Joe, Jr. 
NA ÉT Gillespie, William Hugh Norins, Arthur Leonard 

aa Gorden, Hyman Harry Parker, Alden Russell 

Es: a Gore, Herschel Columbus Perret, William J. 

` ‘a Greenbaum, Charles Hirsch Potts, Lew W., Jr. 

a Greenlee, Max Russell, Jr. Reynolds, Hugh 

eo” Grimmett, Richard Haynes Richardson, Arthur W. 
P z = Gross, Sidney Ridge, John Clinton 

ay Guin, Jere Donald Schneiderman, R. Neal 

è a Halpring Kenneth M. Segal, Andrew E. 

ir: Hamilton, William L. Steagall, Robert Worth, Jr. 

Ss Heising, Ralph A. Steck; Willard D. p 
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Kingery, Frederick A. J. 
Kohler, Hans Herbert , 
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Vance, Garrett Herbert 
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i Psoriasis Research Award.—The Department of Derthatology. Baylor Universite’ a 
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College of Medicine, Houston, Texas, announces that Drs. I. A. Bernstein, W. D. Block, E. g 
F. Cannon, H. H. Cornish, A. C. Curtis, and W. A. Lea, of the Department of Dermatology, — fe 
University of Michigan, have been awarded the third annual Mr. and Mrs, J. N. Taub Inter- 
national Award for Research in Psoriasis. The $1,000 award was given for their research that ay a 


was presented in a series of papers published in the J. Invest. Dermat, (Lea, W. A., Jrs a 


Cornish, H. H., and Block, W. D.: Studies on Serum Lipids, Proteins, and ti in pe A 
Psoriasis, 30: 181- 185, 1958; Block, W. D., Lea, W. A., Jr., Curtis, A. C., and Cannon, E. F.: . 73 
Nitrogen Balance and Sulfur Excretion Studies in Paota 30 :287-293, 1958; Lea, W. S.,. A 
Jr., Curtis, A. C., and Bernstein, I. A.: Serum Uric Acid Levels in Psoriasis, 31 265-271, 1958; Be 
Cornish, H. H., Block, W. D., and Lea, W. A., Jr.: Distribution of Lipids and Free Amino Eos» 


- Acids in Papriatie Scales, 32 43-47, 1959). t 


This award was established by Carol and Henry J. N. Taub in honor of his grandpa nik r H 
Mr. and Mrs. J. N. Taub. The establishment of this ten-year program carried with it the hope x 
that this award will stimulate and encourage research relating to psoriasis. 

The selecting committee was composed of Drs. Marcus R. Caro, Edward P., Cawley, Arthur Y 7 
C. Curtis, Eugene M. Farber, John M. Knox, Aaron B. Lerner, and Carl T. Nelson. pe 


ae 





Correction 


The discussion by Dr. Lewis, A.M.A. Arco. Dermat. 81:283 (Feb.) 1960, should read ag 
“Garb and Wise reported a case of mycosis fungoides with bullous lesions” (Arch. Dermat. Oe 
Syph. 48 :359-368 [Oct. ] 1943), instead of Garvin and Wise. 
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BOOK REVIEWS 


Basic Office Dermatology. By Stuart Maddin, M.D., Julius L. Danto, M.D., and Wil- 
liam D. Stewart, M.D., F.R.C.P. Price, $11.75. Pp. 308. Charles C Thomas, Pub- 
lisher, 301-327 E. Lawrence Ave., Springfield, Ill., 1960. 


This book by a team of Canadian authors does offer something new in organization. Each 
entity is presented on a double-page format, with significant facts concerning the condition on 
the left and an illustration, a line drawing diagram depicting typical distribution of lesions and 
an outline of therapy, on the right. The subject matter on the whole reflects present-day knowl- 
edge. Only about 70 conditions are described. The writing is terse, almost telegraphic in style 
but easy to read, and a reference or two to pertinent articles for suggested reading is offered 
for almost every condition. Most of the illustrations are excellent—large and clear—12 of them 
in natural color. The treatments that the authors have found to be most effective might not 
meet with general agreement and unfortunately specified proprietary medications are recom- 
mended frequently “because of their standardization and ease of obtainability.” 


As small handbook-type introductions to dermatology go, this is in some respects an excellent 
one, As is stated in the forward by Dr. R. F. Farquharson, it has a freshness which reflects 
the interest and enthusiasm of younger writers who are full of their subject. 


Medieval and Renaissance Medicine. By Benjamin L. Gordon, M.D. Price, $10. Pp. 800, 
with 68 illustrations. Philosophical Library, Inc., 15 E. 40th St., New York 16, 1959. 


Medieval Medicine was characterized by “faith in authority which permitted no induction 
or experimentation in contradistinction to ancient Medicine which was a science of thoughtful 
observation and experimentation.” The time from that period to the Renaissance when the 
spirit of experimentation dawned has always interested medical historians, if only because 
so little of an authentic nature is known of the Medicine of that period. Dr. Gordon, a dis- 
tinguished historian of Medicine, undertakes in this volume to fill the void by a thoroughly 
documented account of Medicine during the Middle Ages and early Renaissance. The result is 
an account that is encyclopedic in scope. The material is covered in an orderly chronological 
manner and from various aspects. Beginning with an account of early medieval Medicine in 
Western Europe, it progresses through Byzantine Medicine, Koran, Arabian, Spanish, and 
Jewish contributions, the rise of scholasticism in Medicine, and of universities especially in 
Europe. The impact on history of the important infections and epidemic diseases, such as small- 
pox, tuberculosis, diphtheria, cholera, etc., are evaluated—of especial interest to dermatologists 
will be the sections on syphilis and leprosy. The story then threads through the Renaissance with 
the emergence of what are now called the basic sciences and the beginning of surgery and the 
specialties, and it ends with a chapter on the liberation of Medicine from ecclesiastic bondage. 
The work is a scholarly tome of some 800 pages, fully indexed and interestingly illustrated with 
68 plates, documented by some 50 pages of references—all of it in a delightfully fascinating 
manner. It is not only a source book, but Medical history made palatable. 


British Medical Bulletin, Vol. XVI, No. I: Antibiotics in Medicine. Price, $3.25, Pp. 88. 
British Council, London, England, 1960. i 


This bulletin is a fine tribute to all who have been involved in the dynamic development of 
antibiotics. Dr. Lawrence Garrod, himself, a contributor, did an unusually fine job of selecting 
both distinguished British authors and timely subjects. 


Included is information about the chemistry and pharmacology of antibiotics, the develop- 
ment and mechanisms f drug resistance, and the preventive use of these preparations in medi- 
cine and surgery. The treatment of bacterial endocarditis and tuberculosis, clinical problems 
of drug-rtsistant pathogens, the controversial subject of combined therapy, and the dangers 
inherent in antibiotic use are also covered. Other features, ranging from speculation about the 
future and the search for newer preparations round out this volume. X 


The data presented is well-selected, as are the references. Individual contributions are of 
the highest quality, presenting material so it may help the reader formulate his own opinions 
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and proper emphasis is placed on basic science, clinical material, and speculation. These quali- 
ties, remarkable in such a presentation, make the book an invaluable, stimulating source of 
material for the scientist, lecturer, and practicing clinician interested in this rapidly changing and 
complex field. 


Bourneville-Pringle’s Disease. (in Italian). By S. D. Randazzo. Price not given. Pp. 143. 
28 illustrations, 4 tables. Tipografia dell’Universita, Catania, 1958. 


A 46-year-old woman with facial sebaceous adenomata, neck tabs, periungual fibromata, 
abnormalities of the fundus oculi died with epileptic convulsions 16 hours after arteriography. 
At autopsy the pituitary gland was found considerably enlarged, a liposarcomatosis of both 
kidneys and miliary tuberculosis of lungs and liver were found. 


Randazzo discusses the medical, surgical, endocrinologic, ophthamologic, neuropsychiatric, 
and dermatologic literature on the subject. The monograph will be of value to anyone in- 
vestigating this polyform, etiologically unknown, genoectodermatosis. 


The Mechanisms of Hypersensitivity. Henry Ford Hospital. Price, £6 10s. J. & A. 
Churchill, Ltd., 104 Gloucester Place, Portman Sq., London, W.1. 


In March, 1958, a three-day Symposium at the Henry Ford Hospital in Detroit brought 
together a large group of investigators who represented many different areas of contemporary 
biological and biochemical research. The unifying denominator in this multidisciplinary 
assemblage was interest in “The Mechanisms of Hypersensitivity,” a motto which constitutes 
the title of the volume under review. The rounding-up of so heterogeneous a group of 
research workers was surely a calculated risk which entailed the obvious possibility that 


frustrating difficulties of communication could ruin the effectiveness of the Symposium. — 


Balanced against this threat was the hope that the heterogeneity of the group would provide 
for an unusual degree of stimulation through exposure of the participants to many different 
yet related viewpoints and techniques. Doubtless, the total experience was very successful for 
some individual participants and was a failure for others. These aspects of the meeting are 
not reflected in the published volume, which is simply a collection of the papers submitted by 
the participants, augmented with a small amount of discussion. In all, there are 48 papers 
grouped into 12 categories. Some idea of the vast range covered by these papers may be 
conveyed by listing just a few of the categories covered: Heterogeneity of antibodies, de- 
tection of antibodies in human sera, participation of complement in allergic responses, auto- 
antibodies, delayed-type hypersensitivity, immunologic unresponsiveness, etc., etc. For the 
most part, the papers are admirably concise summaries of the individual authors’ viewpoints, 
buttressed by examples of their own work. As such, the book has considerable value as a 
guide to contemporaneous research activities in virtually all aspects of hypersensitivity. Be- 
ginning workers in allergy and immunology will doubtless find much useful material and 
many useful references condensed into very short space. Even mature workers in these 
areas can hardly fail to find useful material, since no one person, however experienced, can 
except to be familiar with the great variety of subjects covered in this volume. Some of the 
most valuable chapters are contributed by European investigators whose original papers are 
not as familiar to American workers as they should be. Unfortunately, as might be expected 
from the encyclopedical character of the volume, it is completely lacking in any sense of 
novelty or freshness in viewpoint, technique, or approach, 

The editors have performed a commendable job in assembling the papers, and the 
publishers have turned out a volume which is exceedingly attractive physically. The volume’s 
physical elegance seems, in fact, a needless extravagance not only becatise the current rate 
of progress is likely to make much of this volume obsolete within a few years (we hope), 
but also because the volume’s high cost will prevent many investigators from having unlimited 
access to it. 


Cutaneous Manifestations of the Malignant Lymphomas. By Samuel N. Bluefarb, B.S., 
M.D., F.A.C.P. Price, $15.50. Pp. 534, with numerous illustrations. Charles C Thomas, 
Publisher, 301-327 E. Lawrence Ave., 1959. 


A thutually rewarding relationship between Internal Medicine and Dermat8logy is, of 
utmost practical and theoretical importance. The disease classifications which perhaps most 
nearly illustrate the need for such an alliance are those of the “collagen” diseases and the group 
of afflictions known as the malignant lymphomata. The book presently reviewed is the product 
of the author’s vast personal experience and an exhaustive review of the clinical literature 
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sa a pertinent to cutaneous manifestations of the lymphomatous disorders. Essentially no new 
ee _ material is presented, but rather a summary of detailed clinical descriptions plus the author’s 
=œ- well-considered opinions based upon many years of observation, Dr. Bluefarb’s personal views 
< on the nature of the relationship between mycosis fungoides and the other systemic lymphomata 
; a _ is precisely stated, and, if doubted by some, certainly cannot be disproved. 
= Two large sections devoted to mycosis fungoides and Hodgkin’s disease occupy the bulk 
=~ Of this book; short chapters on lymphosarcoma and the immunologic alterations associated 
HA with the lymphomata are included also. The descriptions of the cutaneous lesions of mycosis 
<- fungoides and the dermatologic reactions accompanying Hodgkin’s disease are amazingly 
| complete: 

+ The manner in which the section entitled etiology and pathogenesis are included seems 
Bp < somewhat awkward. For example, if one looks up the subject of the etiology of Hodgkin’s 

_ disease jn the index and reads the appropriate page, the distinct impression is gained that the 
fe illness is of infectious origin and that the causative organism has specific portals of entry. 
_ — That such an impression is not intended becomes evident upon proceeding to the paragraphs 
~ on pathogenesis. Part of the reason for the possibility of misinterpretation is based upon the 
= fact that references are quoted in multitude without comment by the author, undoubtedly for 
E: _ the sake of completeness, and must be read in the original to determine their actual intent 


and significance. 


The sections on pathology and therapy are very adequate, the latter being remarkably 
current in such a complex field. 


It is this reviewer’s belief that this book should be bought, not borrowed, by all derma- 


= tologists and internists concerned with clinical diagnosis. The amount of material included in 


the reasonably-sized volume necessitates ownership for adequate study and reference. Alto- 


_ gether the book is a worthy contribution to the medical literature, commensurate with the 


i author’s reputation. 
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because Neo-Polycin Ointment 


helps clear 


topical infections 
: promptly 


Neo-Polycin® provides neomycin, bacitracin and pclymyxin, 
three antibiotics preferred for topical use because this 
combination is effective against the entire range of bacteria 
causing most topical infections... has a low index of sensi- 
tivity...and averts the risk of sensitization to lifesaving 
antibiotics, since these agents are rarely used systemically. 
And Neo-Polycin provides these three antibiotics im the 
unique Fuzene® (polyethylene glycol diester) base, which 
releases higher antibiotic concentrations than is possible 
with grease-base ointments. 


Each gram of Neo-Polycin contains 3 mg. of neomycin, 400 units of bacitracin and 
8000 units of polymyxin B sulfate in the unique Fuzene base. Supplied in 15 Gm. tubes 


PITMAN-MOORE COMPANY, DIVISION OF ALLIED LABORATORIES, INC., INDIANAPOLIS 6, INDIANA 
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1. in a series . . . a doctor 


The role of toilet soap in the care of 
, ACNE VULGARIS 


Many dermatologists believe that soap and 
water cleansing is the most important part of 
acne therapy. For example, these two excerpts: 

“The skin of the acne patient is oily, not 
necessarily dirty, and often it is infected. The 
liberal useof ordinary soap, by frequent appli- 
cations rather than by prolonged and vigorous 
scrubbing, effectively reduces oiliness and com- 
bats infection.’’? 

“Local therapy should correct the seborrhea 
and local infection . .. The skin should be mois- 


When a bland soap is indicated, here are some 
facts from Procter & Gamble that may be helpful: 


è Ivory Soap helps prevent follicular clogging 
of skin disturbed by seborrhea. 


è Ivory is white amd pure .. . every possible 
precaution is taken to eliminate ingredients that 
might disturb normal skin or aggravate patho- 
logical conditions. 


è Ivory washes away foreign matter and excess 
oils without additives . . . it is a mild, pure soap 





speaks his mind on soap 













d 
tened and massaged with a mild soap two or yoy can recommend confidently. ‘eel 
three tines a day.’”” ee 
1. RATTNER, HERBERT: Postgraduate Medicine, Vol. 25, : z V RY i : 
No. 4, pp. 446-455, (April) 1959 99V% pure®... it floats | O : 

2. DOWNING, JOHN GODWIN: Medical Clinics of North ‘ sp sesex pume ot roars ? 
America, Vol. 39, No. 5, p. 1254, (September) 1955 i i 
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and Lewis, G. M.: Postoperative (pres- 
sure) alopecia, *34 


Adachi, K.: See Potter, B., jt. auth. 


Ahumada-Padilla, M.: See Gonzalez-Ochoa, 
jt. auth 


Ajello, L.: See Kaplan, W., jt. auth. 
= See Levin, H. B., jt. auth. 


Akers, W. A., and Prazak, G.: Leiomyosar- 
coma, metastatic to scalp from pri- 
mary in retroperitoneal area: report 
of case, *953 


Alden, H. S.: See Levin, H. B., jt. auth. 
Allen, E.: See Orfuss, A. J., jt. auth. 
Allen, J.: See Dalton, J. E., jt. auth. 


Appel, B.: See Tye, M. J., jt. auth. 

| | Hypertrophic verrucous lichen planus, 

Erte 306 

cian Mycosis fungoides, 305 

| ‘ Sarcoidosis with unusual hematologic 

ED: : manifestation, 304 ‘ 

ei Asboe-Hansen, G.: Dermatologic aspects 
of modern mesenchymology, *501 

Urticaria pigmentosa with generalized 

tissue mastocytosis and blood baso- 
philia, *198 

Ayres, S., Jr., and Ayres, S., III: Exten- 

Pie, sive nevus flammeus presented for 

ees =. therapeutic suggestions, 1021 

Se Ayres, S. III: See Ayres, S. Jr., jt. auth. 

Aytoun, R. S, C.; Campbell, A. H.; Napier, 
E. J., and Seiler, D. A. L.: Mycological 
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B 
: Back, A.: See Rosenbaum, E. M., jt. auth. 
| = Baer, R. L., and Cohen, H. J.: Diagnosis: 
i e polymorphous light eruption (plaque 


type): „response to treatment with 
chorionic gonadotropin, 129 
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Barker, L. P.: Leprosy: tuberculoid type, 
1047 
and Kraut, H.: Diagnosis: tuberculosis 
verrucosa cutis, 311 | ies 
and Sauter, L.: Diagnosis: brotiodarinar EE: 
308 A eis 
Young, A. W., and Sachs, W.: Chondro- — A 5 


dermatitis of ears: differential bea 
of nodules of helix and anthelix, *15 


Barkoff, J. R., and Sawyer, F.: Latex 7 
fixation test in dermatology, *415 — 


Barnes, M. J.: See Gentles, J. C., jt. cae £ 


Barsky, S.: Ulcus vulvae acutum (Lip- l 4 a 
schutz) with apthous-like lesions of 
mouth, 466 

and Bernstein, R. I.: Generalized lichen 
urticatus, 635 


and Gigli, I.: Bullous pemphigoid, 137 K 2 3 


and Kroll, C. L.: Chronic permio: discus- 
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and Latoni, J.: Incontinentia pigmenti, E 
619 en 
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ease and Ramsey-Hunt syndrome, ER Be 


Bechtel, H. B.: See Dalton, J. E. jt. auth. | 


Becker, S. W.: See Lindsay, D. G., jt. auth. 
See Reed, W. B., jt. auth. 


Bedford, C.; Busfield, D.; Child, K. J; 
MacGregor, I.; Sutherland, P., and 
Tomich, E. G.: Studies on biological 
disposition of griseofulvin, an oral an- 
tifungal agent, *735 
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Beerman, H.: See Greenberg, M. S., jt. 
auth. 
and Hambrick, G. W., Jr.: Urticaria pig- 
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Bell, F. K.: See Robinson, H. WE Sr. 38. 
auth, 


Beninson, J.: Pressure gradient therapy 
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Bereston, E. S.: See Robinson, H. M., Jr., 
jt. auth. 


Bernstein, R. I.: See Barsky, S., jt. auth. 
See Cornbleet, T., jt. auth. 
See Falk, A. B., jt. auth. 
See Omens, D. V., jt, auth. 
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m aile infection during treatment 
with griseofulvin: report of case, 982 
Bielinski, S.: See Falk, A. B., jt. auth. 

See Haeberlin,. J. B., Jr., jt. auth. 

Brennan, B. B., and Fox, J. M.: Ade- 

noma sebaceum in family, 285 


- Blank, H.: See Roth, F. J., Jr., jt. auth. 
See Weinstein, G. D., jt. ‘auth: 
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627 
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HA erythematosus, 628 
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ae auth. 
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auth. 
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The following index contains an alphabetical list of significant subjects presented in this 
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Books reviewed are indexed alphabetically by title under the heading “Booxs.” 
Obituaries are indexed under the heading “DEATHS.” 


Society Transactions are listed under 


that heading, with individual papers indexed under appropriate headings. Page number in the 
Index refer to bold face (dark) numbers in the text. 
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Brasivol: treatment of acne with long- 
_term continuous graded abrasion 
[Saperstein], 601 


ABSTRACTS. FROM CURRENT LITERATURE, 
331, 491, 642, 883 
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Cushing’s disease with [Cornbleet & 
Kroll], 628 
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[Fishbein], 153 
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hypertonic saline compresses and oint- 
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case of polyporous comedonal cyst as 
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estrogens and spermatozoa [Mullins et 
al.], *53 

long-term oleandomycin therapy 
[Stritzler & Frank], *958 

pitted scars: risks of dermabrasion for 
[Johnson], *26 

treatment with long-term continuous 
graded abrasion: use of abrasive soap 
paste [Saperstein], 601 

vulgaris: x-rays vs. other modalities in 
treatment of: review of 1,265 cases 
[Way], *103 


Acrodermatitis 
chronica atrophicans, with squamous 
cell carcinoma in ulcers on both legs: 
diagnosis [Stritzler], 280 


Acrokeratosis: See Kératosis 


for 
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sebaceum in family [Bielinski et al.], 
285 


Alkaptonuria 
ochronosis [Zimmerman], 297 
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zine*[Epstein], *175, 


Alopecia j 
areata: diagnosis [Curth], 1012 
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Alopecia—continued 
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berger et al.], *556 

of eyelashes [Kile], 979 
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Aluminum salts 


antibacterial activity of weak solutions 
of [Blank & Dawes], *565 
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psoriasis [Zahnd & Citron], *936 
essential, and disease processes: 
psoriasis and pityriasis ruba pilaris 
[Rowe], *405 
2-Amino, 5-diethylaminotoluene 
hydrochloride (CD2) 
color-film developer: lichen-planus-like 
eruptions caused by [Mandel], *516 


Amphotericin 

A and B, oral: localized lymphatic 
sporotrichosis treated with [New- 
comer & Homer], 471 

B: coccidioidal granuloma after treat- 
ment with [Baker & Kemberling], 
*373 

B: treatment of chromoblastomycosis: 
one year follow-up of case [Costello 
& DeFeo], 162 


Amzyloidosis 
lichenoid [Schweich], 320 


Anesthesia 
chloroquine dihydrochloride: new local ° 
anesthetic with anticoagulant prop- 
ea [Mandel], *260 ; 


for: 


mono- 
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Anesthesia—continued 


<. refrigerant, local, for dermabrasion: use 
of hypnosis as adjunct to [Burks], 
*378 

xylocaine (lidocaine) viscous 2%: 
topical anesthetic agent for relief of 
pain associated with oral mucous 
membrane lesions [Gibbs], 609 
Anetoderma 

| of J adassohn [McCleary], 1024 

c Angiokeratoma 

or cireumscriptum and angiokeratoma 

j şcroti: report of case [Bruce], *388 

X ANNOUNCEMENTS, 65, 341, 500, 611, 1058 

: Antibodies 

7 Fluorescent Treponemal Antibody test 

a for syphilis (FTA test) [Olansky & 

= McCormick], *59 

F Anticoagulants 

ae chloroquine dihydrochloride: new local 

a ev anesthetic with anticoagulant proper- 

Pe ties [Mandel], *260 

q Anti-inflammatory agents 

a topical: laboratory method for evalua- 

om tion of [Brunner & Finkelstein], *453 

be Antimalarials 

Bs. discoid lupus erythematosus: corneal 

+4 infiltrate secondary to therapy [Cahn 

Ba & Maibach], 1050 

re APPARATUS AND INSTRUMENTS ` 


improvements in vibra-puncture tech- 
nique: interposition of rheostat in 
electrical circuit of equipment [Hig- 
don & Vinyard], 603 


Aralen: See Chloroquine 


apn 


i 


rat beg 
hi 





By Arsenic 
Soe hyperkeratosis of palms and soles. Mul- 
Te tiple multicentric superficial basal- 
Best cell epitheliomas, secondary to 

an [Strauss], 154 

BEE y keratoses, multiple arsenical, with 
ex. malignant degeneration [Mescon], 

Ere 155 
o values in various skin diseases: esti- 
E mated by activation analysis [Fer- 

gusson et al., *931 

Arthritis 

ochronotic: ochronosis and [Strauss], 


156 . 
psoriasis and [Reed & Becker], *577 
rheumatoid [Pillsbury & Hambrick], 


p i 
% 
» 


276 
rheumatoid, and arthritis of lupus 
erythematosus: latex slide fixation 


test in differential diagnosis [Barkoff 
& Sawyer], *415 


a Sew SR 


Atrophoderma 
idiopathic (correspondence) [ Weiner], 
= 611 
idiopathic, of Pasini and Pierni: diag- 
nosis [Fisher], 1005 

i 284/1080 
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Atrophy 
malignant papulosis with 
[Nomland & Layton], *181 
papulosis atrophicans maligna: first 
United States case and review of 
literature [Naylor et al.], *189 


Autoimmune syndrome 
unusual: erythema annulare_ centri- 
fugum, generalized pigmentation and 
breast hypertrophy [Shelley & Hur- 
ley], *889 


Awards: See also Fellowships 
psoriasis research award: 
ment, 65; recipients, 1059 

to Wile, U. J., 341 


atrophy 


announce- 


B 


Bacteria 

' antibacterial activity of weak solutions 
of aluminum salts [Blank & Dawes], 
*565 


Basophilia 
blood: urticaria pigmentosa with gen- 
eralized tissue mastocytosis and 
[Asboe-Hansen], *198 
Biopsies | 
punch, large: simple method to mini- 


mize scarring following [Whyte & 
Perry], *520 


Bites 
case for diagnosis [Omens et al.], 635 


Bithionol 
sensitivity to [Gaul], 600 


Blastomycosis 
[Miller], 314 
North American [Neuhauser et al.], 
621 


Blood 
basophilia: urticaria pigmentosa with 
generalized tissue mastocytosis and 
[ Asboe-Hansen], *198 
‘coagulation, anticoagulants: 
coagulants 
globulin: See Gamma globulin 
hypergammaglobulinemia: See Gamma 
globulin 
lipids, hyperlipemia, idiopathic: effect 
of dietary fat in, with xanthomatosis 
Kingery et al.], *523 
lipoproteins in psoriasis: 
[Shapiro et al.], *940 
Boeck’s sarcoid: See Sarcoid, Boeck’s 


Books 
Atlas and Manual of Dermatology and 
Venereology [Burckhardt; tr. and ed. 
by Epstein}, 498 
Basie Office Dermatology [Maddin et 
alJ; 1060 . 
Bourneville-Pringle’s Disease (in Itali- 
an) [Randazzo], 1061 


See Anti- 


changes in 
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Books—continued 


British Medical Bulletin, Vol. XVI, No. 
I: Antibiotics in Medicine. British 
Council, London, 1960, 1060 

Cancer of Skin [Belisario], 343 

Carcinogenesis by Ultraviolet Light 
[Blum], 343 

Clinical Dermatology for Students and 
Practitioners [Robinson & Robinson], 
344 

Congreso Ibero Latino Americano De 
Dermatologia, III—Memorias, Mexico, 
1959, 345 

Conquering Your Allergies [Swinny], 
344 

Cutaneous Manifestations of Malignant 
Lymphomas [Bluefarb], 1062 

Dermatologie und Venerologie. In Fünf 
Bänden, Band III (Teil 1) [Gottron 
& Schoenfeld, eds.], 346 

Dermatologie und Venerologie, Vol. III, 
Part 2 [Gottron & Schoenfeld, eds.], 
498 

Enfermedades de la Piel. 2 vols. [An- 
drews & Kerdel-Vegas], 499 

Human Integument, Normal and Ab- 
normal [Rothman, ed.], 648 

Laboratory ⁄ Manual of Chemical 
thology [Prunty et al.], 498 

Lehrbuch der Haut und Geschlecht- 
skrankheiten. Ed. 8 [Schoenfeld], 
346 

Leitfaden der Mikroskopischen Technik 
[Haug], 500 

Manual of Skin Diseases [Sauer], 647 

Mechanisms of Hypersensitivity. Henry 
Ford Hospital, 1061 

Medieval and Renaissance 
[Gordon], 1060 

Michael Gets the Measles. Dear Little 
Mumps Child. Peter Gets the Chicken- 
pox. Doctors’ Tools [Lerner], 888 

Microbiology Yesterday and Today 
[Bryson], 344 

Mycoses of Man and Animals [Van- 
breuseghem, tr. by Wilkinson], 345 

Pigment Cell Biology [Gordon, ed.], 
345 

Praktische Spermatologie (in German) 
[ Vasterling], 888 

Précis de Dermatologie [Duperrat], 648 

Sixty Years Medical’ Radiology—Prob- 
lem and Empiriecs [Schinz], 499 i 


Pa- 


Medicine 


Skin Diseases in African [Clarke], 343 


Soil, Grass and Cancer: Health of 
Animals and Men is Linked to Min- 
eral Balance of Soil [Voisin, tr. by 
Heriot & Kennedy], 648 

III Congreso Ibero Latino Americano 
De Dermatologia—Memorias, Mexico, 
1959, 345 SA 

La Venereologia del. Tombolo (Tom- 
bolo’s Venereology) *[Mazzacurati], 

. 647 . ? 


SE ERITREA a 
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Bowen’s disease 
in multiple locations [Orfuss & Koz], 


280 


Brasivol 
abrasive soap paste: treatment of acne 
with long-term continuous graded 
abrasion [Saperstein], 601 


‘Breast 


hypertrophy, erythema annulare centri- 
fugum and generalized pigmentation: 
autoimmune syndrome [Shelley & 
Hurley], *889 

morbus Paget and adenocarcinoma of 
right: herpes zoster thoracalis VI 
dextr. occurring in patient with: 
diagnosis [Schweich], 157 


Bromoderma 
diagnosis [Barker & Sauter], 308 


Bronx Dermatological Society 
biography of dermatological society: 
story of, during past decade [Garb], 
*992 


C 


Calcification 
subcutaneous, involving proximal ex- 
tremities: case for diagnosis [Miller 
et al.], 1038 


Calcinosis 
circumscripta [Malkinson & Gombiner], 
141 
cutis: arthropathic psoriasis with re- 
current febrile episodes and [Joseph], 
1055 


Cancer | 
of skin: clinical study of 226 epithe- 
liomas derived from private practices 
of five dermatologists [Ferrara], *225 
skin: late radiation necrosis following 
therapy of [Traenkle & Mulay], *908 
skin: Mohs’ technique (chemosurgery) 


in relation to (correspondence) 
[Templeton], 125 
Capillaries 


fragility: dermatitis with [Greenwood], 
*947 


Carcinogenesis 
effect of chloroquine on erythematous 
and carcinogenic response to ultra- 
violet light [Knox et al.], *570 


Carcinoma 

anaplastic: mycosis fungoides associated 
with [Garb & Field], 972 

basal-cell epithelioma, pigmented: com- 
parison in Latin-American and Anglo- 
American populations [Smith et al.], 
*95 

of penis [Falk et al.], 629 

squamous cell, of glans penis superim- 
posed on erythroplasia of Queyrat 
[Curth], 321 
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Carcinoma—continued 
. squamous-cell, of penis [Omens et al.], 
137 
squamous cell, of skin: histopathological 
specimens previously diagnosed as 
keratoacanthoma or [Brothers et al.], 
*369 


CD2: See 2-Amino, 5-diethylaminotoluene | 


monohydrochloride 


Cheilitis 
exfoliativa [Young], 310 
Chlorambucil 
response in chronic lymphocytic leukemia 
with universal leukemic infiltration 
of skin [Meyers], 159 


=- Chloroquine (Aralen) 
dihydrochloride: new local anesthetic 
with anticoagulant properties [Man- 
del], *260 
effect on erythematous and carcinogenic 
response to ultraviolet light [Knox et 
‘al.J, *570 
Chondritis 
polychondritis, chronic atrophic [Winer 
& Levin], 469 


ae - Chondrodermatitis 


of anthelix [Young], 313 

of ears: differential study of nodules of 
helix and anthelix [Barker et al.], 
*15 


_ Chromoblastomycosis 
treated with amphotericin B: one year 
follow-up of case [Costello & DeFeo], 
162 


Chromomycosis 
treatment of (correspondence) 
relli], 989 


Cinnamon 
contact dermatitis from [Kern], 599 


[ Bo- 


Coccidioidomycosis 

coccidioidal granuloma after treatment 
with amphotericin B: report of case 
[Baker & Kemberling], *373 

primary cutaneous? [Newcomer & 
Homer], 471 

primary cutaneous: 
Wright], 300 


Collagen diseases 

2,5-dihydroxyphenylpyruvic acid in 
urine of patients with [Tye et al.], 
*4AT7 


Color-film developer 

lichen-planus-like eruption caused by 
[Klauder], 1051 

lichen-planus-like eruptions caused by 
agent CD2 [Mandel], *516 


Condyloma 
giant condylomata acuminata (car- 
cinoma like, of Buschke and Loew- 
enstein) [Machacek], 318 


Connective tissue: See Tissue, connective 
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At ESY 


Cornea 


infiltrate secondary to ‘pidtinalncial 


therapy: discoid lupus erythematosus 
[Cahn & Maibach], 1050 


CORRESPONDENCE 
effect of “Man Tan” [Markson], 989 
idiopathic atrophoderma [Weiner], 611 
Mohs’ technique corrects deficiency 
[Templeton], 125 
a ag of chromomycosis [Borelli], 
9 


Corticosteroids: 
Prednisone 
therapy in Boeck’s sarcoid with clinical 
resemblance to secondary  syphilid 
[Irgang], 309 


Cushing’s disease 
with acanthosis nigricans [Cornbleet 
& Kroll], 628 


Cutaneointestinal syndrome, fatal: 
Papulosis atrophicans maligna 


See also special drug, as 


See 


Cysts 
polyporous comedonal [Watson], 458 


Cytology 
technic for dermatologist in office prac- 
tice: importance of [Goldman et al.], 

*359 


D 
Darier’s disease 
[Rostenberg & Fox], 465 


DEATHS . 
Haxthausen, Holger, 612 
Machacek, G. F., 990 
Pautrier, Lucien-Marie, 614 - 


Decompression operation 


for trigeminal neuralgia: herpes sim- 


plex following [Burdick et al.], *919 


Degos’s disease: See Papulosis atrophicans 


maligna 
Dermabrasion 
equipment: improvements in vibra- 
puncture technique [Higdon & Vine- 
yard], 603 


headaches and risks of [Johnson], *26. 
hypnosis and [Burks], *378 


Dermatitis 

allergic Aes art from promethazine- 
[Epstein], *175 

atopic, with superimposed multiple 
verrucae vulgaris [Levy & Kirsch- 
baum], 1052 

contact, from cinnamon [Kern], 599 

contact, granulomatous? [Haeberlin &. 
Trobaugh], 141 . 

factitia? chronic ulcers, unknown 
etiology: diagnosis [Torre], 1028 

herpetiformis? *Complicated by marked: 
factitia? [Saperstein]; 1025 h 
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Dermatitis—continued — 

herpetiformis, Cushingoid syndrome? 
(bullous dermatosis): case for diag- 
nosis [Kopf & Scher], 130 7 

medicamentosa due to mercury: multiple 
keratoacanthoma associated with 
[Elerding], *914 

and pigmentary reactions to monobenzyl 
ether of hydroquinone [Dorsey], *245 

ragweed, in cemetery worker: diag- 
nosis [Stritzler], 1009 

Schamberg-like: transitory pigmented 
purpuric eruption of lower extremities 
[Osment et al.], *591 

with capillary fragility [Greenwood], 
*947 


Dermatology 

canine and human, comparative study 
of: cutaneous tumors [Orkin & 
Schwartzman], *347 

dermatologic aspects of modern 
mesenchymology [ Asboe-Hansen], 
*501 

importance of cytologic technic for 
dermatologist in office practice [Gold- 
man et al.], *359 

latex slide fixation test in [Barkoff & 
Sawyer], *415 

place of grenz radiation in dermatologic 
practice [Witten], *110 

private dermatologist and skin cancer: 
study of 226 epitheliomas from derma- 
tologic practices [Ferrara], *225 

some French dermatologists I have 
known [Mitchell], *962 

use of night blue stain in [Winkel- 
mann], *417 

use of slide culture in dermatology resi- 


dency program for study of 
dermatophytes [Ferguson & Prazak], 
974 

Dermatomycosis 


Symposium on Griseofulvin and Der- 
matomycoses, International: Univer- 
sity of Miami, Fla., Oct. 26-27, 1959: 
proceedings, *649-*882 

treatment, with griseofulvin: 2d report 
based on 155 cases [Pardo-Castello], 
*772 


Dermatophytes 

cultivation, on air» cell membrane of 
hen’s egg [Borstlap], *506 

development of resistance to griseoful- 
vin by [Rosenthal & Wise], *684 

electron miscroscopic observations of 
effects of griseofulvin on [Blank et 
al.], *667 

infections, experimental: parenteral ad- 
ministration of griseofulvin in 
[Gaughran et al.], *690 

mycological aspects of action of griseo- 
fulvin against [Aytoun et al.]; *650 

slide culture: u&e in .dermatology resi- 
dency program for study of [Ferguson 
& Prazak],.974 


ae Bg ia is 
ARS i Pe i 
ie eal MEn sto 
. ban 
Dermatophytoses 
treatment, with griseofulvin: new 


schemes in [González-Ochoa & 
Ahumada-Padilla], *833 


Dermatoses: See Dermatitis, 
entries under Skin, ete. 


Eczema, 


Dermographism | 
black [Hurley], 329 


Developer, color-film: See Color-film de- _ 


veloper 
Diabetes 


mellitus [Pillsbury & Hambrick], 276 ie 


Diet 


fat in: effect in idiopathic hyperlipemia. 


with xanthomatosis [Kingery et al.], 
#523 


x-rays vs. other modalities in treatment — 
of acne vulgaris: review of 1,265 cases 


[Way], *103 
Diethylstilbestrol 


acanthosis nigricans following prolonged | 


use of [Fishbein], 153 


2,5-Dihydroxyphenylpyruvie acid and col- 
lagen diseases [Tye et al.], *447 


Diphenylthiourea (SU 1906) 
derviative in therapy of rosacea [Gold- 
man], 971 


Diuretics: See Mercury 


Dogs 
canine and human dermatology, com- 
parative study of: cutaneous tumors 
[Orkin & Schwartzman], *347 


Dysplasia 
ectodermal [Omens et al.], 467 


ectodermal, congenital (anhidrotic, 
hypotrichotic, anodontie type) [Lock- 
wood & Cowan], 486 


hereditary anhidrotic ectodermal [Reed 
& Becker], 1018 


E 


Ear 
chondrodermatitis: differential study of 
nodules of helix and anthelix [Barker 
et al.], *15 
chondrodermatitis of anthelix [Young], 
313 


Earl D. Osborne Fellowship 


in dermal pathology: announcement, 
65, 1058 
Eczema 
reactions following dermabrasion [John- 
son], *28 
Emotions 


in skin diseases: role of psychogenic 
aah [Rostenberg], *81 
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4 Epidermolysis Erythroderma—continued 


- = „ bullosa, dystrophic type, with stricture 

aa of esophagus: diagnosis [Stritzler], 

ee: 281 

: bullosa, hyperelastic skin and hyper- 
extensible joints [Cornbleet et al.], 
466 


Epilation: See under Hair 


E Epithelioma 

: basal cell. Lupus erythematosus (chronic 
$ l discoid) : case -for diagnosis 
be! [Schweich], 160 

> basal-cell, multiple. Seborrheic keratoses 
BE [MacDonald], 155 

5 basal-cell, pigmented: comparison in 


Br Latin-American and Anglo-American 
ie populations [Smith et al.], *95 
clinical study of 226 epitheliomas derived 


k from private practices of five derma- 
AN tologists [Ferrara], *225 

E cystic, multiple benign [Levy], 1053 
Bc.. cystic, multiple benign: basal cell nevi 


vs. [Wood & Hambrick], 269- 


_ Eruptions 

bullous. Brunsting’s syndrome [Ober- 
mayer], 299 

creeping: See Larva migrans 

lichen-planus-like, caused by color-film 
developer (CD2) [Mandel], *516 

petechial reaction caused by griseoful- 
vin [Smith], 981 

polymorphic light. Hartnup’s disease? 
[Williams & Neill], 489 

polymorphous light (plaque type): re- 
sponse to treatment with chorionic 
gonadotropin: diagnosis [Baer & 
Cohen], 129 

toxic? case for diagnosis [March & 
Leider], 1008 

transitory pigmented purpuric, of lower 
extremities [Osment et al.], *591 


Erythema 
annulare centrifugum [Kligman & 
Epstein], 1049 
annulare centrifugum, generalized pig- 
mentation and breast hypertrophy: 
autoimmune syndrome [Shelley & 
Hurley], *880 
bullous, multiforme [Taylor], 294 
effect of chloroquine on erythematous 
and carcinogenic response to ultra- 
| violet light [Knox et al.], *570 
induratum vs. nodular vasculitis [Stef- 
A fen], 1022 
k multiforme type of drug eruption due 
to mercury: multiple keratoacanthoma 
associated with [Elerding], *914 





¥ 
-= Erythroderma 
congenital ichthyosiform [Lockwood], 
: 266 
3 288/1084 
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congenital ichthyosiform, with develop- 
ment of mitotic lesion [Rostenberg et 
al.], 633 


Erythroplasia 
of Queyrat: squamous cell carcinoma of 
glans penis superimposed on [Curth], 
821 s 


Essay contest 
annual: American Dermatological As- 
sociation, Inc., 341 


Estrogens 
acne, estrogens (including Premarin) 
and spermatozoa [Mullins et al.], 
*53 


EXHIBITS, SCIENTIFIC 
applications for space, at meeting of 
American Academy of Dermatology, 
Chicago, Dec. 1960; 500, 611 


Extremities 

disorders, various: pressure gradient 
therapy in patients with [Beninson], 
146 

lower: transitory pigmented purpuric 
eruption of [Osment et al.], *591 

proximal: subcutaneous calcifications in- 
volving: case for diagnosis [Miller et 
al.], 1038 


Eyelashes 
alopecia of [Kile], 979 


F 


Face 
Kaposi’s sarcoma of, associated with 
Hodgkin's disease: diagnosis [Stritz- 

ler], 1003 


Fat 
dietary: effect in idiopathic hyper- 
lipemia with xanthomatosis [Kingery 
et al.], *523 


Favus 
treated with griseofulvin [Sams], *802 


Fellowships: See also Awards 
Earl D. Osborne Fellowship in Dermal 
Pathology: announcement, 65, 1058 


Fingernails: See Naids 


Fluorescent Treportemal Antibody test: 
- See under Syphilis 


Folliculoma 
hair-follicle tumor:  histogenesis of 
nevoid tumors of skin [Kligman & 
Pinkus], *922 


Fox-Fordyce disease 
[Lynn], 328 ° 
[Nicholas & Hurley], 327 
Freckles, melanotic: See Melanosis 
Fungi: See als& Mycosis; and specific 
mycosis, as Blastomycosis . 
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Fungi—continued 
infections, superficial: effect upon con- 
current diseases of griseofulvin 


therapy for [Lazar & Rattner], *863 

infections, superficial: response of 
patients with, to oral griseofulvin 
therapy [Sternberg et al.], 473 

infections: Symposium on Oral Treat- 
ment of, with Griseofulvin, Royal 
Society of Medicine, London, May 
1960, 611 


Fungicides 
topical, in treatment of Trichophyton 
tonsurans [Seale & Richardson], *87 


G 


Gamma globulin 
human immune: treatment of cutaneous 
Trichophyton rubrum infection with 
[Lindsay et al.], *586 
hypergammagilobulinemia [Kendrick & 
Griem], 143 


Gingiva: See Gums 
Globulin: See Gamma globulin 


Gonadotropins 
chorionic, in treatment of polymorphous 
light eruption (plaque type): diag- 
nosis [Baer & Cohen], 129 


Gonads 
irradiation (gonad dose) : 
grenz radiation in 
practice [Witten], *111 


Granuloma 

annulare, disseminated?: case for diag- 
nosis [Mandel & Kim], 312 

annulare, disseminated: 2 cases [Rubin], 
624 

annulare: injection therapy of [Kern & 
Schiff], 969 

annulare? Lichen myxedematosus? 
diagnosis [Stritzler], 1013 

annulare? Sarcoid? diagnosis [Rosen- 
baum & Rotchford], 1007 

cutaneous: histochemical comparison of 
Boeck’s sarcoid with other [Hollander 
& Sommers], *944 

facial, with eosinophils 
[Fisher], 133 . 

infectious, chronic, 
[Cormia], 1045 

inguinale: synergistic bacterial ulcera- 
tions [Schamberg et al.], 639 

Trichophyton rubrum, widespread, 
treated with griseofulvin [Blank & 
Smith], *779 


place of 
dermatologic 


diagnosis 


s (staphylococcic?) 


Granulomatosis 
pathergic (focal) ?: 
[Gross], 316 
Wegener’s [De Oreo], *169 


Grenz (infra-roentgen) fays: See Roent- 
. gen rays - 


case for diagnosis 


Griseofulvin 

biological disposition of oral antifungal 
agent: in laboratory animals [Bedford 
et al.], *735 

clinical and experimental 
{Robinson et al.], *66 

clinical experiences with [Wrong & 
Rogers], *776 

determination, quantitative, by spectro- 
photofluorometric assay [Weinstein & 
Blank], *746 

dosage requirements in onychomycosis 
due to Trichophyton rubrum Lae 
& Jansen], *790 

effect of prolonged, REEE TA on 
liver, hematopoietic system, and kid- 
ney [Livingood et al.], *760 


studies 


effect of, therapy for superficial fungus — 


infections upon concurrent diseases 
[Lazar & Rattner], *863 

effect, on tinea capitis caused by Micro- 
sporum audouini [Harrell et al.], 
*797 

effect, on Trichophyton rubrum and 
Trichophyton violaceum infections: 
action in tissues [Desai], *849 

effects, comparative, on onychomycosis 
and on psoriasis unguium [Kamin- 
sky], *838 

effects, on dermatophytes: electron 
microscopic observations of [Blank et 
al.], *667 

experimental animal 
[Robinson et al.], *709 

failure of, to control experimental 
systemic mycoses in mice [Emmons], 
mtii ah 

favus treated with [Sams], *802 

hair, content in: animal experiments 
[Gentles & Barnes], *703 

and human spermatogenesis [MacLeod 
& Nelson], *758 

in human stratum corneum: bioassay 
[Roth & Blank], *662 

in Microsporum audouini infections: 
histopathologic evaluation of [Bur- 
goon et al.], *724 

laboratory experiences with [Schwarz & 
Loutzenhiser], *694 

metabolism: biochemical 
[McNall], *657 

mycological aspects of action of, against 
dermatophytes [Aytoun et al.], *650 

parenteral administration, in experimen- 
tal dermatophyte infections [Gaugh- 
ran et al.], *690 


studies with 


studies on 


petechial reaction caused by [Smith], 


981 
pharmacological, human, studies [Mc- 
Cuistion et al. a *766 > 


recurrence of Trichophyton rubrum in- 
fection during treatment with [Berry 
et al.], 982 

resistance, in vitro, studies [Robinson 
et al.], *681 
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A Griseofulvin—continued 

- = resistance to, by dermatophytes: experi- 
A mental studies of development 
i [Rosenthal & Wise], *684 


Symposium on Griseofulvin and Derma- 
tomycoses, International: University 
of Miami, Fla., Oct. 26-27, 1959: pre- 
ceedings, *649-*882 

Bae" ? Symposium on Oral Treatment of 

thas, . Fungus Infections with: Royal Society 

ty -~ of Medicine, London, May 1960, 611 

therapy of spontaneous ringworm in 
cats with orally administered [Kaplan 
& Ajello], *714 

therapy of tinea capitis in children 
[Kirk & Miles], *807 

therapy, oral: response of patients with 
superficial fungus infections to 
_ [Sternberg et al.], 473 

teticalbiey: experimental, of [Paget & 
Walpole], *750 

treatment at Saint Louis Hospital, Paris 
[Degos], *806 

treatment of dermatophytoses with: new 
schemes in [Gonzalez-Ochoa & 
Ahumada-Padilla], *833 

treatment of dermatomycoses with: 2d 
report based on 155 cases [Pardo- 
Castello], *772 

treatment of endothrix Trichophyton in- 

A fections with [Pipkin], *813 

: ae treatment of some deep mycoses 

A [Latapi], *841 

treatment of tinea pedis with [Prazak 
et al.], *821 

treatment of trichophytosis (T. rub- 
rum): 2 cases for diagnosis [Lewis], 
164 

treatment, hitt. of onychomycosis 
with [Maibach & Kligman], +733 

3 treatment with oral: experiences in 

mari 137 patients [Goldfarb & Sulzberger], 

Sa *859 

a Trichophyton rubrum infection, general- 
ized, treated with [Neuhauser & 
Brennan], 617 

and Trichophyton rubrum 
[Williams], *769 

use, in office practive: study of 71 
patients with ringworm infections 
[Levin et al.], *827 


Groeneblad-Strandberg syndrome: 
Pseudoxanthoma elasticum 


infections 





See 


w 
p à mdi 
é at 8 r 


Gums 
gingival hyperplasia, progressive, asso- 
ciated with deep abscesses of buttock 
and arm. (Monocytic leukemia?) : 
case for diagnosis [Levan], 149 


PT aa Fae 
4 r 


is 
cag > 
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Hair 
epilation, chemical: failure, in treat- 
ment of tinea capitis [Tromovitch et 
al.], 970 
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Hair’ scoutinacd 


-follicle tumor: folliculoma [Kligman & 
Pinkus], *922 

griseofulvin content of: antmal experi- 
ments [Gentles & Barnes], *703 

kinky woolly; in 2 siblings [Boersma], 
292 

loss, diffuse cyclic, in women [Guy et 
Edmundson], *205 


Hand-Schiiller-Christian disease 
with lesions of xanthoma disseminatum 
[Eisert], 477 


Hartnup’s disease 
polymorphie light eruption [Williams & 
Neill], 489 


Hemangioma 
giant vascular tumors and beh bettie 
penia [Wilson & Haggard], *432 
of buttocks and vulva, undergoing spon- 
taneous involution [Thomas], 272 


Hematopoietic system 
effects of prolonged griseofulvin ad- 
ministration on [Livingood et al.], 
*760 


Herpes 

simplex following decompression opera- 
tions for trigeminal neuralgia: local 
use of hydrocortisone [Burdick et al.], 
*919 

zoster, postgangrenous, on right side of 
face. Chronic discoid lupus erythe- 
matosus. Weber-Christian disease 
[Kim], 480 | 

zoster thoracalis VI dextr., occurring in 
patient with morbus Paget and 
adenocarcinoma of right breast: 
diagnosis [Schweich], 157 


Hidrocystoma 
diagnosis [Cormia], 1029 


Hodgkin’s disease 
Kaposi’s sarcoma of face associated 
with: diagnosis [Stritzler], 1003 


Hydroa 
vacciniforme [Cornbleet], 464 


Hydrocortisone 

acetate for intradermal administration: 
comparison with prednisolone acetate 
[Guin et al.], *438 

hand psoriasis treated with intradermal 
[Buchholz], 634 

preparations, local use in herpes simplex 
following decompression operations 
for trigeminal neuralgia [Burdick et 
al.], *919 


Hydroquinone 
monobenzyl ether of: derm&titic and 
pigmentary reactions to [Dorsey], 
*245 ; ° 


Hypergammaglðbulinemia: See Gamma 
globulin k ° 


ai ee 
7 ruaTorocr 








rs $; k F- Da g i ‘oT? ite ed Bee tl 
2 RENA | X, Pitt f ja y be tired re 
~} Fie says" F, v s K ak * E 


SUBIECT INDEX TO ‘VOLUME ; 31 


Hyperhidrosis 
marked, of hands and feet [Guthrie & 
Epstein] , 1052 


Hyperlipemia: See Blood, lipids 


Hypernephroma 
metastases to skin and bones [Cohen] : 
622 | 


Hypnosis 
and dermabrasion [Burks], *378 


Hypohidrosis 
acquired, associated with dermatophy- 
tosis caused by T. rubrum [Lorincz & 
Lynfield], 143 


Ichthyosis hystrix: See Nevus unius 


lateris 


Incontinentia pigmenti 
[Barsky & Latoni], 619 
[Luscombe], 274 
[Omens et al.], 134 
-like (widespread epidermal nevus) 
[Levan], 296 


Inflammation 
anti-inflammatory agents, topical: 
laboratory method for evaluation of 
[Brunner & Finkelstein], *453. 


Injections 
intradermal: prednisolone, useful steroid 
preparation for [Guin et al.], *438 
therapy of granuloma annulare [Kern 
& Schiff], 969 


International Society for Tropical Derma- 


tology 
1st International Congress, 1963, Rio de 
Janeiro, 341 
International Symposium on Griseofulvin 
and Dermatomycoses: See Symposium 
Intestines 
malignant papulosis with atrophy: fatal 


cutaneointestinal syndrome [Nomland 


& Layton], *181 

papulosis atrophicans maligna: first 
United States case and review of 
literature [Naylor et al.], *189 


3 . 
Kaposi’s sarcoma: See Sarcoma, Kapośi’s 
Keramin: See Vitamins A 


Keratoacanthoma 

[Kendrick], 142 

histopathogenesis of, induced with 
methylcholanthrene: in skin of chicken 
[Rigdon], *381 k 

histopathological specimens previously 
diagnosed as, or as squamous cell 
carcinoma of skin [Brothers et al.], 
*369 ý 


n - 


Keratoacanthoma—continued 
multiple, associated with erythema 
multiforme type of dermatitis medf- 
camentosa due to mercurial diuretics 
[Elerding], *914 


Keratoderma 
climactericum [Sloane], 320 
disseminatum palmaris et plantaris 

[Levin], 620 


Keratosis © 


acrokeratosis verruciformis of Hopf 
with keratoderma palmaris et plan- Suta 


taris [Haeberlin & Bielinski], 464 — 


blennorrhagica: Reiter’s syndrome and iar 


[Shatin et al.], *551 


dyskeratosis congenita with pigmenta- ja z 
tion, dystrophic unguis, and leukoker- E 


atosis oris [Schamberg], 266 


follicularis, verruciform manifestations 43 | 
of: including reappraisal of hard ~ ; 


nevi (Unna) [Waisman], *1 

hyper- of palms and soles. Multiple 
multicentric superficial basal-cell epi- 
theliomas, secondary to arsenic 
[Strauss], 154 

keratoderma disseminatum palmaris et 
plantaris [Levin], 620 

multiple arsenical, with malignant 
degeneration [Mescon], 155 

pilaris; pityriasis rubra pilaris; para- 


psoriasis papulata: atypical [Jaffe & © 


Nowacki], 640 
Kidneys 
disease: nephrotic syndrome, syphilitic: 


treated early congenital (heredo-) 


syphilis [Tavs et al.], 139 
effect of prolonged griseofulvin ad- 


ministration on [Livingood et ali], 


*760 
L 


Larva migrans 
results of various forms of treatment: 
diagnosis [Fisher], 1014 


Latex slide fixation test 


in dermatology [Barkoff & Sawyer] i 
*415 


Latin-Americans 
pigmented basal-cell epithelioma: com- 


parison in Anglo-Americans and 
[Smith et al.], *95 i 


Leg 
ulceration of, three years’ duration: case 
for diagnosis [Griffith & Medansky], 
462 
Leiomyosarcoma 
metastatic to scalp from primary in 


retroperitoneal area [Akers & 
Prazak], *953 
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Leishmaniasis — 


[Nelson], 166 
cutaneous [Hannibal], 485 


291/1087 






a Bis lentigines [Herrick], 292 


© ™ generalized (Zeisler-Becker) [Rothman 
a E & Goodman], 618 

= o Leprosy 

N diffuse: case in Rain Negro [Derbes 
oi et al.], *210 

ys tuberculoid type [Barker], 1047 

3 Leukemia 


lymphocytic, chronic: severe vaccination 
reaction in patient with [Medansky et 
al.], 601 ` 

lymphocytic, chronic, with universal 
leukemic infiltration of skin: response 
to chlorambucil [Meyers], 159 

monocytic? Progressive gingival hyper- 
plasia associated with deep abscesses 
of buttock and arm: case for diagnosis 
[Levan], 149 | 

Leukopathia l 

leucopathia symmetrica progressiva 
reticularis or Safu: 2 cases [Butler], 
1056 


Leukoplakia 
_ leukokeratosis cutis, inflammatory (drug 
` reaction?) [Rothman & Goodman], 
633 
tongue [Lockwood], 271 
Lichen 
-~ myxedematosus? Granuloma annulare?: 
diagnosis [Stritzler], 1013 
r, SERA myxedematosus (papular mucinosis): 
Bx + study of case of [Dalton et al.], *422 
ie planus atrophicus vs. lichen sclerosis et 
atrophicus vs. porokeratosis (Mibelli) 
in zosteriform distribution: case for 
diagnosis [Costello], 1042 





[Sheard], 1033 

planus, hypertrophic verrucous [Appel], 
306 

planus, hypertrophic, vs. mycosis 
fungoides [Schamberg et al.], 637 

planus-like eruption caused by color 
developer [Klauder], 1051 

planus-like eruptions caused by color- 
film developer (CD2) [Mandel], *516 

planus of arms and body. Lupus ery- 
thematosus with chronic discoid 
lesions of face and systemic symp- 
toms: diagnoses [Mandel], 163 

sclerosis et atrophicus [Rothman], 288 

striatus [Omens et al.], 623 

urticatus, generalized [Barsky & Bern- 
stein], 635 


Lidocaine 
xylocaine viscous 2%: topical anesthetic 
agent for relief of pain associated 
with. oral mucous membrane lesions 
[Gibbs], 609 


Light, ultraviolet: See Ultraviolet light 





$ æ Liver 

Ai effect of prolonged griseofulvin adminis- 
i tration on [Livingood et al.], *760 
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planus, hypertrophic: diagnosis ` 


Lupus erythematosus 

[Maxwell], 295 

arthritis of: latex slide fixation test in 
differential diagnosis of rheumatoid 
arthritis and [Barkoff & Sawyer], 
*415 

(chronic discoid) Basal cell epithelioma: 
case for diagnosis [Schweich], 160 

chronic discoid, Weber-Christian disease. 
Postgangrenous herpes zoster scar on 
right side of face [Kim], 480 

corneal infiltrate secondary to anti- 
malarial therapy [Cahn & Maibach], 
1050 

or lymphocytic infiltration of skin 
[Herrick], 293 

systemic [Bluefarb et al.], 628 

systemic [Cornbleet et al.], 138 

systemic, of long duration [Carr & 
Levine], *427 

with chronic discoid lesions of face and 
systemic symptoms. Lichen planus of 
arms and body: diagnosis [Mandel], 
163 


Lymphocytoma 
cutis (lymphadenosis benigna cutis) 
[Bluefarb et al.], 627 


Lymphoma 
cutis [Potter & Adachi], 632 


M 


Maduromycosis 
caused by Monosporium apiospermum 
[ Neuhauser et al.], 630 
Malignant papulosis with atrophy 
(Degos): See Papulosis atrophicans 
maligna 
Malpractice 
claims: medicolegal complications in 
dermabrasion surgery [Johnson], *29 
“Man Tan” 
effects of (correspondence) [Markson], 
989 


. Marfan’s syndrome 


Raynaud’s phenomenon, acrosclerosis 
[Bluefarb et al.], 288 
Mastocytosis 
generalized tissue, and blood basophilia: 
urticaria pigmentosa with [Asboe- 
Hansen], *198° 
Melanepithelioma ; 
benign non-nevoid (Bloch): relationship 
of melanoacanthoma to [Mishima & 
Pinkus], *539 
Melanoacanthoma 
relationship to Bloch’s benign non- 
nevoid melanepithelioma [Mjshima & 
Pinkus], *539 
Melandécytes i 
benign mixed tumor of, and malpighian 
cells: melartoacanthoma [Mishima &. 
Pinkust, Se . 
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Melanoma | 
malignant, close resemblance of pig- 
mented basal-cell epithelioma: in 
Latin-Americans [Smith et al.], *95 © 
malignant, with melanotic freckle 
(Hutchinson): diagnosis [Kopf & 
Elkin], 1016 


Melanosis 

melanotic freckles (Hutchinson)? Cir- 
cumscribed precancerous melanosis 
(Dubreuilh)? diagnosis [Kopf & 
Karp], 1016 

melanotic freckles (Hutchinson) with 
malignant melanoma: diagnosis 
[Kopf & Elkin], 1016 i 


Melkersson’s syndrome 
[Rothman], 633 


Mercury 
erythema multiforme type of dermatitis 
medicamentosa due to: multiple 
keratoacanthoma associated with 
[Elerding], *914 
Mesenchymology 


dermatologic aspects of modern [ Asboe- 
Hansen], *501 


Methylcholanthrene 
histopathogenesis of “keratoacanthoma” 
induced with: lesions in skin of 
chicken [Rigdon], *381 


Meticorten: See Prednisone 


Microsporum 
audouini: effect of griseofulvin on tinea 
capitis caused by [Harrell et al.], 
*797 
audouini infections: histopathologic 
evaluation of griseofulvin in [ Bur- 
goon et al.], *724 
Miliaria 
rubra: studies on [Lyons et al.], *442 
Mohs’ technique 
in relation to problems of cutaneous 
malignancy (correspondence) [ Tem- 
pleton], 125 


Moniliasis 
(fingernails): diagnosis [Katz], 1039 


Monobenzyl ether of hydroquinone: See 
Hydroquinone 


Mouth z 
aphthous-like lesions and ulcus vulvae 
acutum controlled with triamcinolone 
[Cornbleet et al.], 622 
aphthous-like lesions and ulcus vulvae 
acutum (Lipschutz) [Barsky], 466 
mucosal involvement in nevus unius 
lateris (ichthyosis hystrix): review 
and ecase report [Brown & Gorkin], 
* 509 
pain associated with mucous methbrane 
lesions of: rélief with use of topical 
anesthetic agent, xyldtaine (lidocaine) 
e viscous [Gibbs], 609 . 
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Mycosis: See also specific mycosis, ‘as 
Blastomycosis | | p 
fungoides [Appel], 305 
fungoides [Folan], 306 
fungoides [Lashinsky], 476 
fungoides [Pillsbury et al.], 638 
fungoides? [Szymanski & Gecht], 282 
fungoides associated with anaplastic 
carcinoma: report of case [Garb & 
Field], 972 
fungoides: diagnosis [Costello & Casey], 
479 
fungoides: hypertrophic lichen planus 
vs. [Schamberg et al.], 637 : 
fungoides: response, to  teleroentgen 
therapy [Brauer & Fried], 1001 ; 
fungoides, selected lesions treated with A 
topically applied radioactive phos- 
phorus [Miller et al.], 1033 ae 
fungoides with bullous lesions [ Blue- ‘ 
farb et al.],282 i eiaa 
griseofulvin in treatment of some deep 3 
mycoses [Latapi], *841 ‘i 
superficial: treatment with griseofulvin, ‘i 
clinical and experimental studies ‘i 
[Robinson et al.], *66 ve 
systemic, experimental, in mice: failure 
of griseofulvin to control [Emmons], P 
*700 - | 
Myoblastoma 
granular cell [Szymanski et al.], 624 "| 
N 
Nails i 
congenita pachyonychia [Jensen], 1019 He 
moniliasis (fingernails) : diagnosis gsi 
[Katz], 1039 
Necrobiosis a ka 
lipoidica diabeticorum? Granulomatosis 
disciformis chronica et progressiva? 
[Rucker], 1056 
Negroes 
diffuse leprosy: case in Louisiana Negro 
[Derbes et al.], *210 
Nephrotic syndrome: See Kidneys, disease i 
Neuralgia 
trigeminal: herpes simplex following de- 
compression operations for [Burdick z 
et al.], *919 
Nevoxanthoendothelioma 
[Wood], 273 
Nevus 
basal-cell [Oliver et al.], 284 
basal-cell [Schamberg], 269 
basal cell, vs. multiple benign cystic 
epithelioma [Wood & Hambñick], 269 
connective tissue nevi: familial occur- 
rence and association with osteopoiki- At 


losis [Smith & Waisman], *249 
epidermal, widespread (incontinentia 
pigmenti-like) [Levan], 296 
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Ayres], 1021 
= hard (Unna), reappraisal of: verruci- 
form manifestations of keratosis 
follicularis [Waisman], MIGE 
Hùtchinson’s melanotie [Cormia], 322- 
linear, with psoriasiform features 
= [Whelan], 1050 
multiple basal cell. Seborrheic keratoses 
and keratinous cysts [Thomas et al.], 
326 i 
i pigmented, spontaneous involution and 
i disappearance of: photographic evi- 
ae dence [Shelley], *208 
-_ unius lateris (ichthyosis hystrix): oral 
‘mucosal involvement in: review of 
literature and report of case [Brown 
 & Gorlin], *509 iE 
= _  verrucous, systematized, of wide-spread 
f Saat distribution: diagnosis [Garb], 1011 
`- vyerrucosus unilateris cured with 
podophyllin ointment applied as 
occlusive dressings [Garb], 606 | 
> © New, NEWER, AND NEWEST, 126, 264, 461, 
a GLb, 987 | 
= New York Dermatological Society 
| 90th anniversary, May 26, 1959, 1042 
Night blue stain: See Stains and staining 


ails 


4. o 

Pi 

-_ Ochronosis 

ae alkaptonuria [Zimmerman], 297 

en and ochronotic arthritis [Strauss], 156 
Ea < Oleandomycin 


`. therapy, long-term, for acne [Stritzler 
po & Frank], *958 


er _ Onychomycosis 

Ea - due to Trichophyton rubrum: dosage re- 
~ = quirements of griseofulvin in [Dillaha 
pa & Jansen], *790 : 

| and psoriasis unguium: comparative 
í effects of griseofulvin on [Kaminsky], 
K *838 

3 treatment, short-term, with griseofulvin 
eA [Maibach & Kligman], *733 


= Osteopoikilosis : 

= familial occurrence of connective tissue 

iy nevi and association with [Smith & 
: Waisman], *249 

=- — Otosclerosis 

urticaria pigmentosa with systemic 

lesioys and [Lerner & Lerner], *203 


an P 
Pachyonychia 
congenita [Jensen], 1019 © 
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Pain | E A eg E, 
associated with oral mucous membrane 


lesions: topical anesthetic agent, 
xylocaine (lidocaine) viscous, for 
= relief of [Gibbs], 609 | 
Papillomatosis 
confluent and reticulated (Gougerot and 
 Carteaud?): case , for diagnosis 
i [Rosenbaum & Back], 131 


Papular mucinosis 
lichen myxedematosus: study of case of 
[Dalton et al.], *422 | 


Papulosis atrophicans maligna 
Degos’s disease: report of first United 
States case and review of literature 
[Naylor et al.], *189 
malignant papulosis with atrophy 
(Degos) : fatal cutaneointestinal 
syndrome [Nomland & Layton], *181 


Parapsoriasis 
diagnosis [Havrilla & Vandow], 158 
guttata: diagnosis [Vandow], 160 


Pemphigoid 7 
bullous [Barsky & Gigli], 137 


Pemphigus 

chronic, familial, benign [Luscombe], 
267 i 

familial benign (Hailey-Hailey): diag- 
nosis [Spoor], 1030 

Senear-Usher? for diagnosis [Miller], 
1044 

subcorneal - pustular dermatoses of 
Sneddon and Wilkinson or: diagnosis. 
[Miller et al.], 1036 


Penis - 
cąrcinoma [Falk et al.], 629 
carcinoma, squamous-cell of [Omens et- 
al.], 137 
carcinoma, squamous-cell, of glans penis 
superimposed on erythroplasia of 
Queyrat [Curth], 321 j 


Periadenitis 
mucosa necrotica? case for diagnosis 
[Coomber & Ryder], 152 


Perifolliculitis 
capitis abscedens and suffodiens: diag- 
nosis [Wolf], 1016 


Perleche ° 
presented for therapeutie suggestions 
[Decker], 487 


Petechia 
reaction caused by griseofulvin [Smith],. 
981 
Peutz-Jeghers syndrome 
[Sanders], 482 ° 


Phenergan: See Promethazine 

Phenylketonuria ` * : 

cutaneous findings in [Fleisher & 
Zeligman |, *898 : . 
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Phosphorus, radipactive: | 
mycosis fungoides, selected Wains 
treated with topically applied [Miller 
et al.], 1033 


Photodermatitis 


allergic photocontact dermatitis from l 


promethazine [Epstein]; ee 


Pigmentation : 
depigmentation, belt-line [Coriiblest et TA 
al.], 291 : 
depigmentation. Case for disconasil 


[Kendrick & Griem], 619 

dermatitic and pigmentary reactions to 
monobenzyl ether of hydroquinone 
[Dorsey], *245 i 

generalized, erythema annulare contri- 
fugum and breast hypertrophy: auto- 
immune syndrome [Shelley & Hurley], 
*880 

in basal-cell epithelioma: comparison in 
Latin-American and Anglo-American 
populations [Smith et al.], *95 

nevi, spontaneous involution and disap- 
pearance: photographic evidence 
[Shelley], *208 

purpuric eruption, transitory, of lower 
extremities [Osment et al.] *591 


Pilosebaceous unit \ 
secondary histopathologic changes of, in 
various cutaneous diseases [Mescon 
& Strauss], *43 
Pityriasis 
rubra pilaris and psoriasis: essential 
amino acids and disease processes 
[Rowe], *405 
rubra pilaris, 
Nowacki], 640 
Planing: See Dermabrasion 
Podophyllin 
ointment: nevus verrucosus unilateris 
cured with, applied as occlusive dres- 
sings [Garb], 606 
Poikiloderma 
atrophicans vasculare: diagnosis [Peck 
& Kim], 307 . 
Polyarteritis 
nodosa [Oliver], 290 


Polychondritis: See Chondritis 


atypical [Jaffe & 


Porokeratosis r 
(Mibelli): lichen planus atrophicus vs. 
lichen sclerosis et atrophicus vs., ‘in 
zosteriform distribution: case for 
diagnosis [Costello], 1042 
Porphyria 
cutanea tarda [Rothman et al.], 625 


Postoperative alopecia: See under 
Alopecia 


Prednisolone 
acetate: useful. steroid preparation for 
intradermal administration [Guin et 
al.], *438 | 





a ree tA 


Premarin 


Prednisone 
alopecia totalis with TASHA following 
Meticorten Mabe eer 144 7 F 


acne, estrogens pia spermatozoa 


[Mullins et al.], *53 


Pressure gradient therapy — 
in patients with various disorders of 
extremities [Beninson], 146 | 


= Promethazine (Phenergan) | 


allergic photocontact dermatitis from 
[Epstein], *175 


Pseudoacanthosis f 
nigricans, treated with hypertonic saline 
compresses and ointment: diagnosis 
[Orfuss & Gordon], 133 ay 


Pseudoxanthoma 
elasticum (Groeneblad-Strandberg syn- 
drome) [Wright & Tschan], 275 


Psoriasis 

[Potter et al.], 627 

amino acid composition of exfoliative 
tissue in [Zahnd & Citron], *936 

and arthritis [Reed & Becker], *577 

arthropathic, with recurrent febrile 
episodes and calcinosis cutis [Joseph], 
1055 

changes in serum 
[Shapiro et al.], *940 

hand, treated with intradermal hydro- 
cortisone [Buchholz], 634 

in association with sarcoidosis [Farmer 
& Winkelmann], 983 

parapsoriasis papulata, atypical [Jaffe 
& Nowacki], 640 

and pityriasis rubra pilaris: essential 
amino acids and disease processes 
[Rowe], *405 

pustular (Zumbusch) 
Moschella], *400 

research award: 
recipients, 1059 

treatment with subdermal infiltration of 
triamcinolone diacetate suspension 
[Gerard], *535 

unguium and onychomycosis: compara- 
tive effects of griseofulvin on [Kamin- 
sky], *838 


Psychiatry 
role of psychogenic factors in skin 
diseases: evaluation of need for psy- 
chiatric help [Rostenberg], *81 


<i ; k 
J Ye 
-. L” 


lipoproteins in 


[Tolman & 


announcement, 65; 


Psychogenic factors 
role. in skin diseases [Rostenberg], * 


Purpura 
hyperglobulinemica [Lipkin], £527 


Pyoderma 
gangrenosum [Orfuss & Allen], 483 
Triburon in topical treatment of: clinical 
evaluation [Mercantini & Segal], 978 
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Mme, Radiation 
late, necrosis following therapy of skin 
cancer: results of fractionation of 
total dose [Traenke & Mulay], *908 


Radioactive phosphorus: See Phosphorus, 
radioactive 


Ragweed dermatitis: See Dermatitis 


Ramsey-Hunt syndrome 
von Recklinghausen’s 
[ory & Latoni], 136 


| Recklinghausen’ s disease 
and Ramsey-Hunt syndrome [Barsky & 
Latoni], 136 


disease and 


=- 


A 


- Reiter protein complement fixation test: 
See under Syphilis 


bss Reiter’s syndrome ` 
es and keratosis blennorrhagica [Shatin et 
fe al.], *551 


- Reticulohistiocytoma 
[Rostenberg et al.], 285 


_ Retroperitoneal space 


leiomyosarcoma, metastatic to scalp 
g from primary in [Akers & Prazak], 
hae *953 
-~ Rheumatoid arthritis: See Arthritis, 
: rheumatoid 


Ringword: See also Tinea 
2 spontaneous, in cats: therapy with 
orally administered griseofulvin 
[Kaplan & Ajello], *714 
use of griseofulvin in office practice 
[Levin et al.], *827 


Roentgen rays 


teleroentgen therapy: | response of 
mycosis fungoides to [Brauer & 
Fried], 1001 


therapy for Trichophyton tonsurans 
[Seale & Richardson], *87 
therapy, grenz radiation: place in 
` dermatologic practice [Witten], *110 
therapy, in acne vulgaris: X-rays vs. 
other modalities in: review of 1,265 
cases [Way], *103 


Rosacea 
diphenyl thiourea derivative in therapy 
of [Goldman], 971 


S 
Safu 
leucopathia symmetrica progressiva 
retieularis or: 2 cases [Butler], 1056 
Sarcoid 
_ Boeck’s: histochemical comparison with 
other cutaneous granulomas [Hol- 
lander & sonors], *944 
296/1092 ; 
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Boeck’s, with clinical | resemblance to 
secondary syphilid and favorable 
response to corticosteroid therapy 
[Irgang], 309 | 


Sarcoidosis 

[ Potter & Lynfield], 616 

[Williams & Sommer], 1054 

case for diagnosis [Bluefarb et al.], 
616 

psoriasis in association with [Farmer & 
Winkelmann], 983 

with unusual hematologic manifestation 
[Appel], 304 


Sarcoma 
Kaposi’s, of face associated with Hodg- 
kin’s disease: diagnosis [Stritzler], 


1003 

Scalp 

leiomyosarcoma, metastatic to, from 
primary in retroperitoneal area 
[Akers & Prazak], *953 

postoperative (pressure) alopecia in 


region of vertex [Abel & Lewis], *34 

Trichophyton tonsurans: follow-up of 
treated and untreated cases [Seale & 
Richardson], *87 


Scars 
following large punch biopsies: simple 
method to minimize scarring [Whyte 

& Perry], *520 
dermatitis: 


Schamberg-like See under 


Dermatitis 


SCIENTIFIC EXHIBITS: 
SCIENTIFIC 


SEE EXHIBITS, 


Scleredema 
[Nelson], 324 


Scleroderma 

[Cornbleet et al.], 462 

[Pillsbury et al.], 638 

case for diagnosis [Day], 147 

case for diagnosis [Rostenberg et al.], 
288 

linear, and lichen striatus? [Rothman 
& Goodman], 462 

systemic [Thomas et al.], 325 


Sclerosis ; 

multiple. Hyperkeratosis of palms and 
soles. Multiple multicentric superficial 
basal-cell epitheliomas, secondary to 
ingestion of arsenic [Strauss], 154 

tuberous [Reed], 302 

tuberous, complex (including adenoma 
sebaceum and bone lesions) [Ihrke et 
al.], 620 

tuberous, with pulmonary involvement 

_ [Nelson], 1047 


Sebaceous glands 
secondary histopathologic changes of 
pilosebaceous. unit’ in various cu- 
taneous diseases [Mescon & Strauss], 
*AQ á » h i 
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2 e ETG RE ee a: PERN, EE ES mE ee TS ae sick 
eo 7 ; > pete, Ae ari Ti < R tia = `- ; : z - . ; 
j | SUBJECT INDEX. a VOLUME a ne 


eal r 
; ider: See Bisod™ pe. Skin—continued 
‘Shin Trichophyton rubrum infection, cutane- 
biopsies, large punch: simple method to ous: treatment with nunan, miaa og 
minimize scarring following [Whyte globulin [Lindsay et al.], *586 
-& Perry], *520 tumors: See Tumors 
bullous dermatosis (dermatitis herpeti- Slide culture - 
formis, Cushingoid syndrome?): case use in dermatology residency program 
for diagnosis [Kopf & Scher], 130 for study of dermatophytes EPerensen 
oe cancer: clinical study of 226. epithe- & Prazak], 974 
X . liomas derived from private practices | ch ok aN 
of five dermatologists [Ferrara], *225 Smallpox z | 
cancer: late radiation necrosis follow- vaccination: severe reaction in leukemic 
ing therapy of [Traenkle & Mulay], patient from [Medansky et al. J, 601 
eee Y : SOCIETY TRANSACTIONS | 
cancer Mohs technique (chemosurgery) Atlantic Dermatological Conference, 
in relation to (correspondence) 266 
[Templeton], 125 _ Bronx Dermatological Şociety, 128, 278, 
carcinoma, squamous cell: specimens . 1001 
previously diagnosed as keratoacan- Bronx Dermatological Society, story of, 
thoma or [Brothers et al.], *369 during past decade: biography of 
changes: in relation to essential amino dermatological society [Garb], *992 
acids and disease processes in general Chicago Dermatological Society, 134, 
[Rowe], *405 282, 462, 616 ~ 
cutaneous findings in phenylketonuria Detroit Dermatological Society, 146, 292 
[Fleisher & Zeligman], *898 Los Angeles Dermatological Society; 
dermatoses, treatment by local injection 147, 294, 468, 1018 
of vitamin A [Klauder], *253 Metropolitan Dermatological Society of 
diseases: See also Dermatitis Los Angeles, 152, 476, 1023 
diseases, role of psychogenic factors in Metropolitan Dermatological Society of - 
[Rostenberg], *81 Los Angeles and Los Angeles Derma- 
diseases, various: activation analysis of tological Society: joint meeting, 297 __ 
arsenic values in [Fergusson et al.], Metropolitan Dermatological Society of 
*931 New York, 154, 304 
histologic effect of local injection of New England Dermatological Society, 
vitamin A on human epidermis 154, 304 i 
[Klauder], *253 New York Academy of Medicine, Section 
importance. of cytologic technie for on Dermatology and Syphilology, 157, 
dermatologist in office practice [Gold- 307, 476, 1027 
‘ man et al.], *359 New York Dermatological Society, 164, 
| inflammation: See Inflammation 322, 1042 
malignant papulosis with atrophy: fatal New York Dermatological Society: 90th 
cutaneointestinal syndrome [Nomland anniversary, May 26, 1959, 1042 
& Layton], *181 Philadelphia Dermatological Society, 
papulosis atrophicans maligna: first 325, 486, 636, 1048 
United States case and review of San Francisco Dermatological Society, 
literature [Naylor et al.], *189 489, 1053 
: planing: See Dermabrasion 
prednisolone acetate, useful steroid Spermatogenesis 
preparation for intradermal adminis- human: griseofulvin and [MacLeod & 
tration [Guin et al.], *438 Nelson], *758 
aera changes in "[Cornbleet et al.], Spermatozoa 


acne, estrogens and [Mullins et al.], *53 
secondary histopathologic changes of k S [ 3 ] 


pilosebaceous unit [Mescon & Spiradenoma 

Strauss], *43 eccrine [Stegmaier & Kersting], 135 
subcorneal pustular dermatoses of 

Sneddon and Wilkinson (or pemphi- 


9 
gus?): diagnosis [Miller et al.]; 1036 lymphatic,” localized, treated with oral 


surface, biology of: some new obserya- “at 
tions ‘on [Sulzberger & Herrmann], i a A and B [Newfomer & 


*235 
transplantation: *survival of human skin Stains and staining 
transplanted into cłeek pouch of night blue stain: use in dermatology 
7 . golden hamster [Resnick et al.], *394 a Winks, “417 


Sporotrichosis 
chancreform type [May], 1023 
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Ai ; ves 
= infection of left ankie [Pillsbury & 
-Hambrick], 276° 
infectious granulomas, 
[Cormia] 1045 


sa Steroids: See also ‘Oortlonater onl: and 
im i specific steroids as Prednisone 

Corey topical anti-inflammatory agents: labo- 

y ve = ratory method for evaluation of 
Sey i _ [Brunner & Finkelstein], *453 — 
iy " Stilbestrol: See Diethylstilbestrol_ 


ee Stratum corneum 
_ bioassay of griseofulvin in [Roth & 


isanie 


X z- Blank], , *662 
Aa 3 su 1906: See pepnety ime iat 
ae Surgery NE 


S RACERS ear) alopecia [Abel 
SE & Lewis], * 


Wis 
gi i Sweat glands 3 
By < eccrine spiradenoma [Stegmaier & 


Kersting], E30 ie 

pe - Symposium on Fungus Infections 

-Oral Treatment with Griseofulvin: 
= Royal Society of Medicine, London, 


te 


tertiary [Greenberg et al.], 488 


3 May 1960, 611 

_ Symposium on Griseofulvin and Derma- 
i ] tomycoses, International 

Ban University of Miami School of Medicine, 
i Fla., Oct, 26-27, 1959: proceedings, 
Ss *649-*882_ 

__ Syphilid 


P o Syphilis 


PA early congenital (heredo-), treated: 


į 

gy syphilitic nephrotic syndrome [Tavs 
ia et al.], 139 

By Fluorescent Treponemal Antibody test: 
Fay (FTA test) for [Olansky & Mc- 


Cormick], *59 
incidence of [Vandow], 279 
Reiter protein complement fixation test 


Ls 4 > = 
Ta 
eat oa 
N TOn b 
RAG Ai 


T 


rr as diagnostic aid in [Simpson et al.], 
Br 4 #904. 

pe secondary [Pillsbury et al.], 636 

Reet, secondary: diagnosis [Miller et al.], 
Bey 1040 

A ae +4 

RS | T 

= ‘Telangiectasia 

ee generalized: diagnosis [Milberg], 310 


macularis eruptiva perstans: diagnosis 
[Ehrenfeld & Pollock], 128 — 

progressive: case for diagnesis [Lewis], 
167e 


: Teleroentgen rays: See Roentgen rays 


== Thiourea 
diphenyl thiourea derivative in therapy 
of rosacea [Goldman], 971 
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ocytopenia bee a 
giant vascular Sars and [Wilson & 
Haggard], "ABZ fi 
Tinea | AS BRAY 
capitis caused by Microsporum audouini: 
effect of griseofulvin on [Harrell et 
al.], *797, 
capitis: caused by Trichophyton ton- 
surans: follow-up of treated and un- 
treated cases [Seale & Richardson], 
*87 
capitis et corporis (T. rubrum): _ diag- 
nosis [Katz], 1032 
capitis: failure of chemical epilation in 
treatment of [Tromovitch et al.], 970 
capitis in children: use of griseofulvin 
in therapy of [Kirk & Miles], *807 
pedis: treatment, with griseofulvin 
[Prazak et al.], *821 


Tissue 

connective: 
modern mesenchymology 
Hansen], *501 

connective, nevi: familial occurrence 
and association with osteopoikilosis 
[Smith & Waisman], *249 

exfoliative in psoriasis: amino acid 
composition of [Zahnd & Citron], 
*936 

mastocytosis, generalized, and blood 
basophilia: urticaria pigmentosa with 
[Asboe-Hansen], *198 


Tongue 
leukoplakia [Lockwood], 271 


Toxicology 
of griseofulvin, experimental [Paget & 
Walpole], *750 


Transplantation: See Skin, transplantation 


dermatologic aspects of 
[ Asboe- 


Treponema 
Fluorescent Treponemal Antibody test 
for syphilis (FTA test) [Olansky & 
McCormick], *59 


Triamcinolone 
diacetate suspension, subdermal infiltra- 
tion: treatment of psoriasis with 
[Gerard], *535 
ulcus vulvae acutum and aphthous-like 
lesions of mouth controlled with 
[Cornbleet, et ał.], 622 


Triburon 

‘in topical treatment of pyodermas: clin- 

ical evaluation of [Mercantini & 
Segal], 978 


Trichophyton | 

endothrix, infections: treatment, with 
griseofulvin [Pipkin], *813 

rubrum granulomas, widespread, treated 
with griseofulvin [Blank & Smith], 
*779 

rubrum infection, cufaneous: treatment 
with humaħ immune globulin [Lind- 
say et al.], *586 . b 


w 









-'Trichophyton—continued ie 


with griseofulvin [Neuhauser & Bren- 
nan], 617. rt Oo 
_ rubrum infection, generalized, with 
Majocchi’s granuloma [Pillsbury & 
Hambrick], 276 j 
rubrum infection: recurrence, during 
treatment with griseofulvin [Berry 
. et al.], 982 
rubrum infections: effect of griseofulvin 
on [Desai], *849 
rubrum infections: 
[ Williams], *769 
tonsurans: follow-up of treated and un- 
treated cases [Seale & Richardson], 
*R7 yi 
violaceum in grandmother and grand- 
daughter: tin capitis caused by 
[Neuhauser & Brennan], 617 
` violaceum infections: effect of griseo- 
fulvin on [Desai], *849 
Trichophytosis TR: 
(T. rubrum) treated with griseofulvin: 
2 cases for diagnosis [Lewis], 164 


Tropical Dermatology, International So- 
ciety for: See International Society 


Tuberculids : . 
tuberculin testing in [Kirschenbaum et 
al.], *561 s 
Tuberculin 


testing in tuberculids [Kirschenbaum et 
al.], *561 


Tuberculosis 
miliaris disseminata facei [Rogers & 
Obermayer], 148 
verrucosa cutis: diagnosis [Barker & 
Kraut], 311 
verrucosa cutis: diagnosis [Wolf], 1017 


Tuberous sclerosis: See Sclerosis, tuberous 


Tumors: See also Cancer; Sarcoma ; and 
under specific tumors, as Adenoma 
cutaneous: comparative study of canine 
and human dermatology [Orkin & 
Schwartzman], *347 

giant vascular, and thrombocytopenia 
[Wilson & Haggard], *432 

mixed, benign, of melanocytes and mal- 
pighian cells: | melanoacanthoma 
[Mishima & Pinkus], *539 

nevoid, of skin, histogenesis of: follic- 
uloma—hair-follicle tumor [Kligman 
& Pinkus], *922 ` 

transmissible  reticulum-cell (canine) 
[Orkin & Schwartzman], *347 


U . 


griseofulvin and 


Ulcers i 
chronic: “unknown etiolegy (dermatitis 
factitia?) diagnosis [Torre], +028 
leg ulceration, three .years’ duration: 
case for diagnosis [Griffith & Me- 

dansky], 462, è 


e 
e 


Dleers—continued 





ulcus vulvae acutum (Lipschutz) with 
aphthous-like lesions of mouth [Bar- 
sky], 466 | 

ulcus vulvae acutum with aphthous-like 
lesions of mouth controlled with tri- 
amcinolone [Cornbleet et al.], 622 — 


Ultraviolet light epee 


effect of chloroquine on erythematous is 
and carcinogenic response to [Knox — 7 


et al.J, #570: 
Unna’s nevus: See Nevus 


Urine 
patients with collagen diseases [Tye 
et al.], *447 7 


Urticaria | 
cold [Hambrick & Zweiman], 1049 


cold: 2 cases [Hambrick & Epstein], ; 


1048, 1049 S 
pigmentosa [Beerman & Hambrick], 277 
pigmentosa [Bluefarb et al.], 622 
pigmentosa: diagnosis [Meyers], 161 
pigmentosa with generalized tissue mas- 

tocytosis and blood basophilia [Asboe- 

Hansen], *198 
pigmentosa with systemic lesions and 

otosclerosis [Lerner & Lerner], *208 


v 


Vaccination 
severe, reaction in leukemic patient 
[Medansky et al.], 601 — 


Verruca | 

acrokeratosis verruciformis of Hopf 
with keratoderma palmaris et plan- 
taris [Haeberlin & Bielinski], 464 

nevus verrucosus unilateris cured with 
podophyllin ointment: report of case 
[Garb], 606 

plantar warts: effective treatment by 
local injection of vitamin A [Klauder], 
*253 

verruciform manifestations of keratosis 
follicularis: including reappraisal of 
hard nevi (Unna) [Waisman], *1 

verruciformis epidermodysplasia [Cor- 
son & Luscombe], 268 


Vibra-puncture 
technique: improvements in [Higdon & 
Vineyard], 603 
Virus 
disease group: importance of cytologic 
technic in, for dermatologist in office 
practice [Goldman et al.], *359 


Vitamins 
A (Keramin): treatment of soffe der- 
matoses (including plantar warts) by 
local injection of [Klauder], *253 


Von Recklinghausen’s disease: See Reck- 
linghausen’s disease 
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Vulva 

ulcus vulvae acutum (Lipschutz) with 
apthous-like lesions of mouth [Bar- 
sky], 466 

uleus vulvae acutum with aphthous-like 
lesions of mouth treated with triam- 
cinolone [Cornbleet et al.], 622 


WwW 


Waldenstroem’s purpura: 
hyperglobulinemica 


Warts: See Verruca 


See Purpura 


- Weber-Christian disease 

chronic discoid lupus erythematosus. 
Postgangrenous herpes zoster scar on 
right side of face (Kim), 480 


_Wegener’s granulomatosis: See Granulo- 


matosis 
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Xanthogranuloma — 
juvenile [Burgoon & Gtanem, 272 


Xanthoma , 
disseminatum: Hand-Schüller-Christian 
disease with lesions of [Eisert], 477 


Xanthomatosis 
effect of dietary fat in idiopathic hy- 
perlipemia with [Kingery et al.], *523 


Xeroderma 
pigmentosum [Rostenberg et al.], 631 
pigmentosum? diagnosis [Dougherty], 
1029 


X-rays: See Roentgen rays 


Xylocaine: See Lidocaine 


Z 


Zosteriform 
lymphoblastoma? [Weichselbaum], 282 


